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(54) Title: INDOLINONE COMBINATORIAL LIBRARIES AND RELATED PRODUCTS AND METHODS FOR THE TREATMENT 
OF DISEASE 

(57) Abstract 

The present invention relates to organic molecules capable of modulating, regulaung and/or inhibiting protein kinase signal 
transduction. Such compounds are useful for the treatment of diseases related to unregulated protein kinase signal transduction, including 
cell proliferative diseases such as cancer, atherosclerosis, arthritis and restenosis and metabolic diseases such as diabetes. The present 
invention features indolinone compounds that potently inhibit protein kinases and related products and methods. Inhibitors specific to the 
FLK protein kinase can be obtained byadding chemical substituents to the 3-[(indole-3-y!)methylene]-2-indoIinone, in particular at the V 
position of the indole ring. Indolinone compounds that specifically inhibit the FLK and platelet derived growth factor protein kinases can 
harbor a tetrahydrotndote or cyclopemano-b-pyrrol moiety. Indolinone compounds that are modified with substituents, particularly at the 5 
position of the oxindole ring, can effectively activate protein kinases. This invention also features novel hydrosoluble indolinone compounds 
that are tyrosine kinase inhibitors and related products and methods. 
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DESCRIPTION 

IncjQlipnn^ Combinatorial Libraries and Related Prnr|nrrc 
and Methods for the Treatme nt of Hi ^p^p 

IntrQcjuct i on 

The present invention relates to novel compounds 
capable of modulating, regulating and/or inhibiting 
protein kinase signal transduction. The present invention 
5 is also directed to methods of regulating, modulating or 
inhibiting protein kinases, whether of the receptor or 
non-receptor class, for the prevention and/or treatment of 
disorders related to unregulated protein kinase signal 
transduction, including cell proliferative and metabolic 
10 disorders. 

Background of the Invention 

The following description of the background of the 
invention is provided to aid in understanding the inven- 

15 tion, but is not admitted to be or describe prior art to 
the invention. 

Protein kinases and protein phosphatases regulate a 
wide variety of cellular processes including metabolism, 
cell proliferation, cell differentiation, and cell Sur- 

20 vival by participating in signal transduction pathways. 
Alterations in the cpllular function of a protein kinase 
or protein phosphatase can give rise to various diseased 
states in an organism. For example, many types of cancer 
tumors are associated with increases in the activity of 

25 specific protein kinases. Cell and tissue degeneration 
can also be associated with decreases in the activity of 
particular protein kinases. 

Cellular signal transduction is a fundamental mecha- 
nism whereby extracellular stimuli are relayed to the 

30 interior of cells. One of the key biochemical mechanisms 
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of signal transduction involves the reversible phosphory- 
lation of proteins. Phosphorylation -of amino acids 
regulates the activity of mature proteins by altering 
their structure and function. 
5 Phosphate most often resides on the hydroxyl moiety 

of serine, threonine, or tyrosine amino- acids in proteins. 
Enzymes that mediate phosphorylation of cellular effectors 
fall into two classes. While protein phosphatases hydro- 
lyze phosphate moieties from phosphoryl protein sub- 

10 strates, protein kinases transfer a phosphate moiety from 
adenosine triphosphate to protein substrates. The 
converse functions of protein kinases and protein 
phosphatases balance and regulate the flow of signals in 
signal transduction processes. 

15. Protein kinases are divided into two groups - recep- 

tor and non-receptor type proteins. Receptor protein 
kinases comprise an extracellular region, a transmembrane 
region, and an intracellular region. Part of the intra- 
cellular region of receptor protein kinases harbors a 

20 catalytic domain. While non-receptor protein kinases do 
not harbor extracellular or transmembrane regions, they do 
comprise a region similar to the intracellular regions of 
their receptor counterparts. 

Protein kinases are divided further into three 

25 classes based upon the amino acids they act upon. Some 
incorporate phosphate on serine or threonine only, some 
incorporate phosphate on tyrosine only, and some incorpo- 
rate phosphate on serine, threonine, and tyrosine. 

In an effort to discover novel treatments for dis- 

30 eases, biomedical researchers and chemists have designed, 
synthesized, and tested molecules that inhibit the func- 
tion of protein kinases. Some small organic molecules 
form a class of compounds that modulate the function of 
protein kinases. 
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The compounds that can traverse cell membranes and 
are resistant to acid hydrolysis are potentially advanta- 
geous therapeutics as 'they can become highly bioavailable 
after being administered orally to patients. However, 
5 many of these protein kinase inhibitors only weakly 
inhibit the function of protein kinases. In addition, 
many inhibit a variety of protein kinases and will there- 
fore cause multiple side-effects as therapeutics for 
diseases . 

10 Some indolinone compounds, however, form classes of 

acid resistant and membrane permeable organic molecules 
that potently inhibit only specific protein kinases. 
Indolinone synthesis, methods of testing the biological 
activity of indolinones, and inhibition patterns of some 

15 indolinone derivatives are described in International 
Patent Publication No. WO96/40116, published December 19, 
1996 entitled xx Benzylidene-Z-Indolinone Compounds for the 
Treatment of Disease" by Tang et al. (Lyon &. Lyon Docket 
No. 223/298) and International Patent Publication No. WO 

20 96/22976, published August 1, 1996 by Ballinari et al., 
both of which are incorporated herein by reference in 
their entirety, including any drawings. 

Despite the significant progress that has been made 
in developing indolinone based pharmaceuticals, there 

25 remains a need in the art to identify the particular 
structures and substitution patterns that cause inhibition 
of particular protein kinases and other specified biologi- 
cal activities. 

30 Summary of The Invent i 9n 

The present invention relates to organic molecules 
capable of modulating, regulating and/or inhibiting 
protein kinase signal transduction. Such compounds are 
useful for the treatment of diseases related to unregu- 

35 lated protein kinase signal transduction, including cell 
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proliferative diseases such as cancer, atherosclerosis, 
arthritis and restenosis and metabolic diseases such as 
diabetes. The protein kinases effected include, but are 
not limited to Flk, FGFR, PDGFR, and raf. 
5 The present invention features indolinone compounds 

that potently inhibit protein kinases and related products 
and methods. Inhibitors specific to the FLK protein 
kinase can be obtained by adding chemical substituents to 
the 3- [ (indole-3-yl)methylene} -2-indolinone, in particular 

10 at the 1' position of the indole ring. Indolinone com- 
pounds that specifically inhibit the FLK and platelet 
derived growth factor protein kinases can harbor a 
tetrahydroindole or cyclopentano-b-py rrol moiety. 
Indolinone compounds that are modified with substituents, 

15 particularly at the 5 position of the oxindole ring, can 
effectively activate protein kinases. This invention also 
features novel hydrosoluble indolinone compounds that are 
tyrosine kinase inhibitors and related products and 
methods . 

20 The compounds of the invention represent a new 

generation of potential therapeutics for diseases caused 
by one or more non-functional protein kinases. Neuro- 
degenerative diseases fall into this class of diseases, 
including, but not limited to Parkinson's Disease and 

25 Alzheimers disease. The compounds can be modified such 
that they are specific to their target or targets and will 
subsequently cause few side effects and thus represent a 
new generation of potential cancer therapeutics. These 
properties are significant improvements over the currently 

30 utilized cancer therapeutics that cause multiple side 
effects and deleteriously weaken patients. 

It is believed the compounds of the invention will 
minimize and obliterate solid tumors by specifically 
inhibiting the activity of the FLK protein kinase, or will 
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at least modulate or inhibit tumor growth and/or metasta- 
ses . The FLK protein kinase regulates proliferation of 
blood vessels during angiogenesis . Increased rates of 
angiogenesis accompany cancer tumor growth in cells as 
5 cancer tumors must be nourished by oxygenated blood during 
growth. Therefore, inhibition of the FLK protein kinase 
and the corresponding decreases in angiogenesis will 
starve tumors of nutrients and most likely obliterate 
them . 

10 While a precise understanding of the mechanism by 

which compounds inhibit PTKs (e.g., the fibroblast growth 
factor receptor 1 [ FGFR1 ] ) is not required in order to 
practice the present invention, the compounds are believed 
to interact with the amino acids of the PTKs' catalytic 
15 region. PTKs typically possess a bi-lobate structure, and 
ATP appears to bind in the cleft between the two lobes in 
a region where the amino acids are conserved among PTKs; 
inhibitors of PTKs are believed to bind to the PTKs 
through non-covalent interactions such as hydrogen bond- 
20 ing, Van der Waals interactions, and ionic bonding, in the 
same . general region that ATP binds to the PTKs. More 
specifically, it is thought that the oxLndole component 
of the compounds of the present invention binds in the 
same general space occupied by the adenine ring of ATP. 
25 Specificity of an indolinone PTK inhibitor for a particu- 
lar PTK may be conferred by interactions between the 
constituents around the oxindole core with amino acid 
domains specific to individual PTKs. Thus, different 
indolinone subs titutents may contribute to preferential 

30 binding to particular PTKs. The ability to select those 

(or other nucleotide) 
compounds active at different ATP^binding sites makes them 

useful in targeting any protein with such a site, not only 

protein tyrosine kinases, but also serine/threonine 

kinases and protein phosphatases. Thus, such compounds 
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have utility for in vitro assays on such proteins and for 
in vivo therapeutic effect through such proteins. 

- In one aspect the invention features a combinatorial 
library of indoiinone compounds. The library includes a 
5- series of at least ten (preferably at least 50-100, more 
preferably at least 100-500, and most preferably at least 
500-5, 000) indolinones that can be formed by reacting an 
oxindole compound with an aldehyde. In preferred embodi- 
ments the indolinones in the library can be formed by 

10 reacting a type A oxindole with a type B aldehyde. Type 
A oxindoles and type B aldehydes are shown in Figures 1 
and 2 respectively (and Tables 11 and 12 respectively), as 
explained in detail below. As can be seen, in the figures 
the oxindoles are labeled 01, 02, 03, ... and the alde- 

15 hydes are named Al, A2, A3, .... Thus, one can readily 
appreciate that the combinatorial library could include 
any and all combinations of oxindoles and aldehydes, 
including the indolinones resulting from 01 and Al, 01 and 
A2, 01 and A3, 02 and Al, 02 and A2, 02 and A3, 03 and Al, 

20 03 and A2 , 03 and A3 and so on. Similarly, the 
indolinones in the library can be formed by any combina- 
tion of the oxindoles in Table 11 with any of the alde- 
hydes listed in Figure 2 or Table 12. Finally, the 
indolinones may also, of course, come from any combination 

25 of aldehydes listed in Table 12 with any oxindoles from 
Figure 1 or Table 11. 

The term "combinatorial library" refers to a series 
of compounds. In the present case, the combinatorial 
library contains a series of indoiinone compounds that can 

30 be formed by reacting an oxindole and an aldehyde. A wide 
variety of oxindoles and aldehydes may be used to create 
the library of indolinones. 

The term "indoiinone" is used as that term is com- 
monly understood in the art and includes a large subclass 
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of substituted or unsubs t i tu ted compounds that are capable 
of bein ; synthesized from an aldehyde moiety and an 
oxindol moiety, such as the compounds shown below. 

The term "type A oxindole" is meant to include any 
5 and all of the oxindoles set forth in Figure 1 and Table 
11. Oxindoles, as that term is used herein, typically 
have the structure set forth below: 

R 7 *J 



(I) 

10 wherein, 

(a) A x ; A 2 , A j and A< are independently carbon or 
nitrogen ; 

. (b) R l is hydrogen or alkyl; 
(c) R 2 is oxygen or sulfur; 
15 (d) R 3 is hydrogen; 

(e) R«, R 5 , R 6/ and R 7 (i) are each independently 
selected from the group consisting of hydrogen, alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, S0 2 NRR ' , S0 3 R, SR, N0 2 , NRR ' , OH, CN, 
20 C(0)R f OC(0)R, NHC(0)R, (CH 2 ) n C0 2 R, and CONRR' or (ii) any 
two adjacent R 4< R 5 , R 6/ and R 7 taken together form a fused 
ring with the aryl portion of the oxindole-based portion 
of the indolinone. 

It is to be understood that when h lf A 2 , A 3/ and A 4 is 
25 nitrogen or sulfur that the corresponding R 4 , R 5 , R 6 , or R 7 
is nothing and that the corresponding bond shown in 
structure I does not exist. 



i 

SN300CID- tWQ _9SG7*ofA: I 
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Examples of oxindoles having such fused rings (as 
described in (e) (iij above) are shown in Fig. 1, com- 
pounds 04 4 , 045, 041, 048, 050, 051, 052, 053, 055, 056, 
058, 059, 061, 062, 064, 066, 067, 069, 070, and 073. 
5 Other examples of suitable fused rings include the follow- 
ing : 






The six membered rings shown above also exemplify 
10 possible A rings in the structures II, III and IV. 

The term "type B aldehyde" includes any and all of 
the aldehydes set forth in Figure 2 and Table 11. The 
term ^aldehyde" is used as is commonly understood in the 
art to include substituted and unsubstituted aldehydes of 
15 the structure R d CHO where R d can be a wide variety of 
substituted or unsubstituted groups such as alkyl and 
aryl. 
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In yet another aspect, the invention provides a 
method of synthesizing an indolinone by reacting a type A 
oxindole with a type B aldehyde. The method of making the 
indolinones of the present invention may involve creating 
5 a combinatorial library of compounds as described above, 
testing each compound in biological assays such as those 
described herein, selecting one or more suitable compounds 
and synthesizing the selected compound or compounds. 

Also featured is an indolinone compound having 
10 formula II or III: 




(ID 



15 



WO 98/07695 



PCT/US97/I4736 



10 

A 




(III) 

wherein : 

5 (a) A lr A 2 , A 3 , and A 4 are indep -nden tly carbon or 

nitrogen; 

(b) is hydrogen or alkyl; 

(c) R 2 is oxygen or sulfur; 

(d) R 3 is hydrogen; 

10 (e) R<, R 5 , R € , and R 7 (i) are each independently 

selected from the group consisting of hydrogen, alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, SO.NRR", S0 3 R, SR, N0 2 , NRR* , OH, CN, 
C(0)R, OC(0)R, NHC(0)R / (CH 2 ) ft C0 2 R, and CONRR ' or (ii) any 

15 two adjacent R«, R 5 , R 6 , and taken together form a fused 
ring with the aryl ring of the oxindole-based portion of 
the indolinone; 

(f) R 2 *, R 3 ', R< 1 , Rs*/ and R 6 1 are each independently 
selected from the group consisting of hydrogen, alkyl, 

20 alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, S0 2 NRR\ S0 3 R, SR, N0 2 , NRR 1 , OH, CN, 
C(0)R, OC(0)R, NHC(0)R, (CH,) n C0 2 R, and CONRR 1 ; 

(g) n is 0, 1, 2, or 3; 

(h) R is hydrogen, alkyl or aryl; 

25 (i) R' is hydrogen, alkyl or aryl; and 



WO 98/07695 



PCTAJS97/14736 



11 

(j) A is a five membered heteroaryl ring selected 
from the group consisting of thiophene, pyrrole, pyrazole, 
imidazole, 1,2,3-triazole, 1,2,4-triazole, oxazole, 
isoxazole, thiazole, isothiazole, 2-sulf onylf uran, 4- 
5 alkylfuran, 1,2, 3-oxadiazole, 1 , 2, 4-oxadiazole, 1,2,5- 
oxadiazole, 1,3, 4-oxadiazole, 1,2,3, 4 -oxat riazole , 

1,2,3, 5 -oxat riazole, 1,2, 3- thiadiazole , 1,2, 4-thiadiazole, 
1,2,5-thiadiazole, 1,3, 4-thiadiazole, 1,2,3,4- 

thiatriazole, 1, 2, 3, 5-thia triazole, and tetrazole, option- 
10 ally substituted at one or more positions with alkyl, 
alkoxy, aryl, aryloxy, alkaryl, alkaryloxy, halogen, 
trihalomethyl, S(0)R, S0 2 NRR 1 , S0 3 R, SR, N0 2 , NRR 1 , OH, CN, 
C{0)R, OC(0)R, NHC(0)R, (CH 2 ) n C0 2 R or CONRR 9 . 

As used herein, the term "compound" is intended to 
15 include pharmaceutically acceptable salts, esters, amides, 
prodrugs, isomers and metabolites of the base compound. 

In preferred embodiments of structure III, the A 
substituent may be a five membered heterocycle of formula 
IV shown below: 

D-E 

JL r > 

20 

(IV) 

wherein D, E, F, and G are nitrogen, carbon, or sulfur 
atoms. The specific juxtaposition of groups D-G is 
limited to examples of heterocyclic groups known in the 

25 chemistry arts, such as the fused rings referred to above 
and all of which may be optionally substituted as de- 
scribed above in paragraph (j). 

In preferred embodiments, the aryl ring ("the A 
ring") of the oxindole-derived portion of the indolinone 

30 (i,e., the ring shown in structures II and III with A 3 , A 2 _, 
A 3 , and A 4 ) has a polar substituent, preferably selected 
from the group consisting of NH 2 , COOH, S0 3 H, Br, CI, I, F, 
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COCH 2 CH 2 COOH, COCH 2 Cl, piperazine, and CH 2 CH 2 NH 2 at the 4, 5, 
6, and 7 carbon atom positions (identified by substituents 
R 4# Rs/ and R ^ respectively in structures V and VI}, 

most preferably hydrophillic groups such as NH 2 , COOH , S0 3 , 
5 COCH 2 CH 2 COOH, piperazine and CH 2 CH 2 NH 2 . 

One approach to choosing target inhibitors of the 
FGFR (a protein kinase receptor linked to various disor- 
ders, such as Pfeiffer, Jackson-Weiss and Cruzon syn- 
dromes; dysplasias and hypochondroplasia; dwarfism; bone 

10 dysplasia; and developmental disorders involves selecting 
target compounds with a substituent on the A ring that 
mimics the triphosphate of ATP and thereby increases the 
affinity of target compounds for the active-site of the 
FGFR. Hydrophillic groups may act to mimic the triphos- 

15 phate at ATP, and also to improve the solubility of the 
final inhibitor. Without being bound to any theory, it 
appears that the trans form of the indolinones is gener- 
ally a more favorable form for FGFR inhibitors. 

Amine-based substituents at positions 4, 5, and 6 at 

20 the A ring of structures II and III are a preferred class 
of substituents and an especially preferred class are 
amines of the structure: 

CH 3 

\ 

/ 

wherein R a is CO (CH 2 ) 2 CO0H, aryl, alkyl, or contains COOH, 
25 OH, or NH 2 . These types of groups provide steric hindrance 

in order to force the isomer into a trans conformation 

which may be a favored property of FGFR inhibition and 

acts as a linker to a hydrophillic group. 

Another favored class of substituents on the aryl 
30 ring of structures II and III includes piperazine type 

substituents of the structure: 
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wherein R b is preferably a negatively charged group, such 
as a negatively charged alkyl or acyl. 

Yet another preferred class of substituents for the 
5 aryl ring of structures II and III are C-COR groups of the 
formula: 



O 




wherein R c is a hydrophilic or negatively charged group, 
preferably at the 5 and/or 6 positions of the A ring "of 
10 structures II and III, such as amide, ester, CH 2 CH : COOH, 
CH 2 C1, or piperazine. R c could also be linked to the aryl 
ring by a sp3 carbon or could be attached as 
R c 0 3 S-. 

Yet another preferred set of substituents on the aryl 
15 ring are fused heterocyclic rings which can be synthesized 
by acylation of the arylamine followed by alkylation of 
the heterocyclic ring systems. Examples of several such 
compounds are set forth in Figure 1, compounds 044, 045, 
047, 048, 050, 051, 052, 053, 055, 056, 058, 059, 061, 
20 062, 064, 066, 067, 069, 070, and 073. 

In another aspect, the invention features a 3- 
[ ( indole-3-yl ) methylene] -2-indolinone compound having a 
substituent at the 1' position of the indole ring. The 
substituent at the 1' position of the indole ring is 
25 selected from the group consisting of 

(a) alkyl that is optionally substituted with a 
monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
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substituted with one or more halogen, or tr ihalomethyl 
substituents; 

(b) five, six, eight, nine, or ten membered monocy- 
clic or bicyclic heterocyclic ring, where the ring is 

5 optionally substituted with one or more halogen or 
t rihalomethyl substituents; 

(c) an aldehyde or ketone of formula -CO-R12, where 
R12 is selected from the group consisting of hydrogen, 
alkyl, and a five or six membered heterocyclic ring; 

0 (d) a carboxylic acid of formula -<R J3 ) n -COOH or ester 

of formula - ( R u ) m -COO-R ls , >ihere R 13/ R,« f and R IS are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 
are independently 0 or 1; 

5 (e) a sulfone of formula -(S0 2 )-R 16 , where R 16 is 

selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring, where the ring is option- 
ally substituted with an alkyl moiety; 

(f) - (R 17 ) n - (indole-l-yl) or - (R :a ) m-CHOH- (R 19 ) p- 
0 (indole-l-yl), where the indol moiety is optionally 

substituted where R 17 , Rie/ and R 19 are alkyl, and where m, 
n, and p are independently 0 or 1; and 

(g) taken together with a 2 f substituent of the 
indole ring forms a five or six membered heterocyclic 

5 ring. 

The term "alkyl" refers to a straight-chain, 
branched, or cyclic saturated aliphatic hydrocarbon. The 
alkyl group is preferably 1 to 10 carbons, more preferably 
a lower alkyl of from 1 to 7 carbons, and most preferably 
0 1 to 4 carbons. Typical alkyl groups include methyl, 
ethyl, propyl, isopropyl, butyl, isobutyl, tertiary butyl, 
pentyl, hexyl and the like. The alkyl group may be 
substituted and some typical alkyl substituents include 
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hydroxyl, cyano, alkoxy, oxygen, sulfur, nitroxy, halogen, 
-N ( CH 3 } 2 , amino, and -SH. 

The term "methyl" refers to a saturated alkyl moiety 
of one carbon. The term "ethyl" refers to a saturated 
5 alkyl moiety of two carbons. The term "propyl" refers to 
a saturated alkyl moiety of three carbons. The term 
"butyl" refers to a saturated alkyl moiety of four car- 
bons. The term "pentyl" refers to a saturated alkyl 
moiety of five carbons. 

10 The term "aryl" refers to an aromatic group which has 

at least one ring having a conjugated pi electron system 
and includes both carbocyclic aryl fe.g. phenyl) and 
heterocyclic aryl groups (e.g. pyridine). Aryl moieties 
include monocyclic, bicyclic, and tricyclic rings, where 

15 each ring has preferably five or six members. The aryl 
moiety may be substituted and typical aryl substituents 
include halogen, t rihalomethyl , hydroxyl, -SH, -OH, -N0 2 , 
amine, thioether, cyano, alkoxy, alkyl, and amino. 

The terms "heterocycle" or "heterocyclic" refer to 

20 compounds that form a ring and contain up to four hetero 
atoms, the remainder of the atoms forming the ring being 
carbon. Thus, for example, each ring in the structure can 
contain zero, one, two, three, or four nitrogen, * oxygen , 
or sulfur atoms within the ring. The ring can preferably 

25 be saturated with hydrogen atoms, more preferably harbor 
one or more unsaturations , and most preferably contain an 
aryl conjugated pi electron system. The rings are prefer- 
ably eleven, twelve, thirteen, or fourteen membered rings, 
more preferably eight, nine, or ten membered rings, and 

30 most preferably five or six membered rings. Examples of 
such rings are furyl, thienyl, pyrrol, imidazolyl, 
indolyl, pyridinyl, thiadiazolyl, thiazolyl, piperazinyl, 
dibenzf uranyl, dibenzthienyl . The heterocyclic rings of 
the invention may be optionally substituted with one or 



r 
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more functional groups which are attached commonly to such 
rings, such as, e.g., hydroxyl, bromo, fluoro, chloro, 
iodo, mercapto or thio, cyano, cyanoamido, alkylthio, 
heterocycle, aryl, heteroaryl, carboxyl, oxo, 

5 alkoxycarbonyl , alkyl, alkenyl, nitro, amino, alkoxyl, 
amido, and the like. Structures of some preferred hetero- 
cyclic rings are the fused rings that have been shown 
above . 

The term "aldehyde" refers to a chemical moiety with 
10 formula -(R) n -CH0, where R is selected from the group 
consisting of alkyl or aryl and n is 0 or i. 

The term "ketone" refers to a chemical moiety with 
formula - (R) n -C0-R' , where R and R' are selected from the 
group consisting of alkyl or aryl and n is 0 or 1. 
15 The term "carboxylic acid" refers to a chemical 

moiety with formula -<R) n -COOH, where R is selected from 
the group consisting of alkyl or aryl and n is 0 or 1 . 

The term "ester" refers to a chemical moiety with 
formula -(R) n -C00R', where R and R' are independently 
20 selected from the group consisting of alkyl or aryl and n 
is 0 or 1 . 

The term "sulfone" refers to a chemical moiety with 
formula -S0 2 -R, where R is selected from the group consist- 
ing of alkyl or aryl. 

25 The term "pharmaceutical^ acceptable salt" refers to 

a formulation of a compound that does not cause signifi- 
cant irritation to an organism and does not abrogate the 
biological activity and properties of the compound. 
Pharmaceutical salts can be obtained by reacting a com- 

30 pound of the invention with inorganic acids such as 
hydrochloric acid, hydrobromic acid, sulfuric acid, nitric 
acid, phosphoric acid, methanesulf onic acid, 

ethanesulf onic acid, p-toluenesul f onic acid, salicylic 
acid and the like. 
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The term "prodrug" refers to an agent that is con- 
verted into the parent drug in vivo. Prodrugs may be 
easier to administer than the parent drug in some situa- 
tions. For example, the prodrug may be bioavailable by 
5 oral administration but the parent is not, or the prodrug 
may improve solubility to allow for intravenous adminis- 
tration. 

A preferred embodiment of the invention relates to 
compound of the following formula, 




(V) 

where (a) R : as is described above for the substituent at 
15 the 1' position of the indole ring; 

(b) R 2/ R 3/ R A , R 5 , and R 6 are independently sele'cted 
from the group consisting of, 



r 
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(i) hydrogen; 

(ii) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is option- 

5 ally substituted with one or more halogen, or 
t r ihalomethyl substituents ; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 

10 halogen or trihalomethyl substituents; 

(iv) a ketone of formula -CO-R 20 , where R 20 
is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring 

(v) a carboxylic acid of formula -(R21)n- 
15 COOH or ester of formula - ( R 2: ) -COO-R 23 , where R 21 , R 22 , and 

R 23 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 

(vi) halogen; 

20 (vii) an alcohol of formula (R24)m-OH or an 

ether of formula - (R 24 ) n -0-R 2b , where R 2 < and R 25 are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

25 (viii) -NR 26 R 21 , where R 26 and R 21 are independ- 

ently selected from the group consisting of hydrogen, 
oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCOR 28 , where R 2e is selected from the 

30 group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 
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(x) -SO 2 NR 29 R 30 , where R 29 and R 30 axe 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six merabered heterocyclic ring; 

(xi) any two of R 3 , R 4 , R 5/ or R 6 taken 
5 together form a bicyclic or tricyclic moiety fused to the 

six membered ring of the indole, where each ring in the 
multicyclic moiety is a five or six membered heterocyclic 
ring; 

(c) R ? , R 8 , R 9 , and R 10 are independently selected 
10 from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is option- 

15 ally substituted with one or more halogen, aldehyde, or 
tr ihalomethyl substi tuents ; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 

20 halogen or t rihalomethyl subs tituents ; 

(iv) an aldehyde or ketone of formula -C0- 
R 31 , where R 31 is selected from the group consisting of 
hydrogen, alkyl, or a five or six membered heterocyclic 
ring; 

25 (v) a carboxylic acid of formula -(R32)n- 

COOH or ester of formula - (R 33 ) n -COO-R 34/ where R 32 , R 33 , and 
R 3 « and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and n and m are independently 0 or 1; 

30 (vi) halogen; 

(vii)- an alcohol of formula (R 35 ) ra -OH or an 

ether of formula - (R 35 )-n-Q-R 36 , where R 35 and R 36 are inde- 
pendently chosen from the group consisting of alkyl or a 
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five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(viii) -NR 37 R 3a , where R J7 and R 3B are independ- 
ently selected from the group consisting of hydrogen, 

5 oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCOR 39 , where R 39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 

10 substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR 40 R u , where R 40 and R 4l are 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R 7 , R e , R 9 , or R 10 taken 
15 together form a bicyclic or tricyclic heterocyclic moiety 

fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; and 

(d) R u is hydrogen or alkyl; 

20 provided that at least one of R lf R 2 , R 3 , R 4/ R 5 , R 6 , R lf R 8 , 
R 9/ or R 10 is alkyl or provided that at least four of R lf 
R 2 , R 3/ R 4 , R 5 , R 6 , R 7/ R 9 , R 9 , or R l0 are not hydrogen. 

In preferred embodiments of the invention as shown in 
structure V above, R x is preferably a lower alkyl, branched 

25 or unbranched, more preferably an unbranched lower alkyl 
(e.g., ethyl, propyl, isopropyl, butyl, tertiary butyl, 
pentyl) , and most preferably a methyl moiety. 

In other preferred embodiments one or more of R lf R 2 , 
R 3/ R 4 , R bf R 6 , Rf, R 8 , R 9 , and R 10 of structure V are a 

30 heterocyclic ring. The heterocycle is preferably selected 
from the group consisting of five, six, eight, nine, ten, 
eleven, twelve, thirteen, and fourteen membered aryl or 
non-aryl rings. The heterocycles can be furyl, thienyl, 
pyrrol, imidazolyl, indolyl, pyridinyl, thiadiazolyl , 
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thiazolyl, . piperazinyl, dibenzf uranyl, dibenzthieny 1 f 
2-aminothiazol-4 -yl, 2-amino-5-chlorothiazol-4-yl , 2- 
amino-thiadiazol-4-yl, 2 , 3-dioxopiperazinyl, 

4-alkylpiperazinyl, 2 -iodo- 3-dibenz f uranyl , and 

5 3-hydroxy-4-dibenzthienyl . R 2 preferably is lower alkyl, 
more preferably methyl, or phenyl or biphenyl preferably 
mono-substituted with halogen. R 3 , R 4 , R b and mono-R 6 
preferably are selected from the group consisting of 
hydrogen, unsubstituated lower alkyls, halogen, methoxy, 

10 carboncyclic and ether. Rll is preferably hydrogen. 

In especially preferred embodiments of structure V, 
R 2 is methyl and R 2 , R 3 , R 4 , R b , R 6/ R 7/ R 8 , R 9/ r 10 , and Rjj 
are hydrogen, or R x and R 7 are methyl and R 2 , R 2 , R 4 , r 6 , r 9 , 
R l0/ and R n are hydrogen. Other especially preferred 

15 compounds are set forth in the tables and examples set 
forth herein. 

In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
comprises the steps of: 
20 (a) reacting an aldehyde of formula VI with an 

oxindol of formula VII, 
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where R x , FU, R 3/ R, , R 5 , R 6 , r 7 , r 8/ r 9 , r i0 , and Rn are 
described herein; and 

(b) separating the indolinone compound from the 
5 aldehyde and oxindol reactants. 

The term "synthesizing" defines a method of combining 
multiple compounds together and/or chemically modifying 
the compound (s) in a controlled environment. A controlled 
environment preferably includes a glass vessel, a stirring 
10 rod or bar, a heating or cooling source, and specific 
organic solvents. 

The term "reacting" refers to mixing two compounds 
together in a controlled environment. The compounds that 
are mixed together and reacted with one another are termed 
15 "reactants". 

The term "separating" describes methods of segregat- 
ing compounds from one or more other compounds. Compounds 
can be separated from one another by using techniques 
known in the art which include, but are not limited to, 
20 column chromatography techniques and solvent phase separa- 
tion techniques. 

In another aspect, the invention features optionally 
substituted 3- [ ( tet rahydroindole-2-yl ) methylene] -2- 

indolinone and 3- [ { cyclopentano-b-pyrrol-2-yl ) methylene] - 
25 2-indolinone compounds. 

The term "optionally substituted" refers, for exam- 
ple, to a benzene ring that either harbors a hydrogen at 
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10 



substituted" refers to other molecules in addition to 
benzene. A ring structure, for example can be N-substi- 
tuted or C-subs ti tuted . 

The term "N-substituted" refers to a compound that 
harbors chemical substituents attached to a nitrogen atom 
in a ring of the indolinone. 

The term "C-substi tuted'' refers to a compound that 
harbors chemical substituents attached to a carbon atom in 
the indolinone. 

The term "independent ly " selected" refers to a mole- 
cule that harbors one substituent chosen from a group of 
substituents. 

A preferred embodiment of the invention relates to an 
indolinone compound of the following formula, 



VIII 
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where (a) R a is selected from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
5 with a monocyclic or bicyclic five, six, eight, nine, or 

ten membered heterocyclic ring, where the ring is option- 
ally substituted with one or more halogen, or 
t rihalomethyl subs t ituents ; 

(iii) five, six, eight, nine, or ten 
10 membered monocyclic or bicyclic heterocyclic ring, where 

the ring is optionally substituted with one or more 
halogen or t rihalomethyl subs tituents ; 

(iv) ketone of formula -C0-R n , where R n is 
selected from the group consisting of hydrogen, alkyl, or 

15 a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(R 12 ) n ~ 
COOH or ester of formula - (R l3 ) ,-COO-R^, where R 

12* ^13* and 

R 14 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
20 and n and m are independently 0 or 1; 

(vi) a sulfone of formula -{S02)-R 15 , where 
R l5 is selected from the group consisting of alkyl or a 
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five or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vii) - (R 16 ) n -(indole-l-yl) or -(R 17 )-CHOH- 
( R :9 ) p- ( indole-l-yi ) , where the indole moiety is optionally 

5 substituted with an aldehyde and R :e , R n , and R 10 are alkyl 
and n, m, and p are independently 0 or 1; 

(viii) taken together with a 2' substituent 
of the indole ring form a tricyclic moiety, where each 
ring in the tricyclic moiety is a five or six membered 

10 heterocyclic ring; 

(b) R 2/ R 3 , R 3 ., R 4 , R 4 ., R bf r 3 ., r 6/ and R 6 , are 
independently selected from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted 
15, with a monocyclic or bicyclic five, six, eight, nine, or 

ten membered heterocyclic ring, where the ring is option- 
ally substituted with one or more halogen, aldehyde, or 
t rihalome thyl subst i tuents ; 

(iii) five, six, eight, nine, or ten 
20 membered monocyclic or bicyclic heterocyclic ring, where 

the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents ; 

(iv) ketone of formula -CO-R 20 , where R 20 is 
selected from the group consisting of hydrogen, alkyl, or 

25 a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(R 2 i)„- 
COOH or ester of formula - ( R 22 ) -COO-R 23 , where R 21 , R 22 , and 
R 23 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 

30 and m and n are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of -formula (F^)** 0 ** or an ether 
of formula - (R 24 ) n -0-R 25 , where R 24 and R 25 are independently 
selected from the group consisting of alkyl and a five or 
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six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

(viii) -NR 26 R 2/ , where R 2€i and R 27 are independ- 
ently selected from the group consisting of hydrogen, 

5 oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCOR 2e , where R 28 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 

10 substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR 29 R 30 , where R 29 and R 30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring/ 

(xi) any two of R 3/ R 3 ., R 4/ R<., R 5 , R 5 ., R 6 , or R € . 
15 taken together form a bicyclic or tricyclic hetercyclic 

moiety fused to the six membered ring of the indole, where 
each ring in the multicyclic moiety is a five or six 
membered heterocyclic ring; 

(c) R lf R 8 , R 9 , and R 10 are independently selected 
20 from the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 

25 substituted with one or more halogen, or trihalomethyl 
substituents; 

(iii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 

30 halogen or trihalomethyl substituents; 

(iv) ketone of formula -CO-R 31 , where R 31 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 
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(v) a carboxylic acid of formula -(R 32 ) n - 
COOH or ester of formula - (R 33 ) m -COO-R 34 , where R 32 , R 33 , and 
R 34 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 

5 and n and m are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of formula <R 35 ) m -OH or an 
ether of formula - <R 35 ) n -0-R 3 6/ where R 35 and R 36 are inde- 
pendently chosen from the group consisting of alkyl or a 

10 five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(viii) -NR 37 R 38/ where R 37 and R 3e are independ- 
ently selected from tr. „ group consisting of hydrogen, 
oxygen, alkyl, and a five or six membered heterocyclic 

15 ring; 

(ix) -NHCOR 39 , where R 39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

20 (x) -SO2NR 40 R 41/ where R 40 and R 4I are 

selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; 

(xi) any two of R 7 , R 8 , R 9 , or R l0 taken 

together form a bicyclic or tricyclic hetercyclic moiety 
25 fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; and 

(d) R u is hydrogen or alkyl. 

Another preferred embodiment of the invention relates 
30 to indolinone compounds of structures VIII and IX, where 

^1/ ^2/ Rb*' R« 9 R< • / R^/ Rs»* R$/ Re*/ ^8/ ^9/ and 

R n are hydrogen. 

In another preferred embodiment, the invention 
relates to oxidolinone compounds of structures VIII and 
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IX, where R e is bromine, chlorine, or NH2 and R l# R 2 , R 3 , 
R3-/ R« # R 4 ■ / ^sw ^6/ ^6*/ Ri r 8 0/ ^10/ and R n are hydro- 

gen . " 

In yet another preferred embodiment, the invention 
5 relates to indolinone compounds of structures VIII and IX, 
where R 7 is methyl and R 5 , R 2 , R 3 , R 3 ,, R 4 „ R 4 ., R bf R v , r 6/ 
R 6W R 7 , R 9 , R 10 , and R X1 are hydrogen. 

In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
10 comprises the steps of: 

(a) reacting an aldehyde of formula X or XI with 
an oxindol of formula XII, 





XII 




WO 98/07695 



PCT7US97/14736 



29 

where R lf R 2 , R 3 , R 3 ., R<, R«., R s , R 5 ., r 6/ r 6w Rlf Re# R9/ Riq ^ 
and R n are described herein; and 

(b) separating the indolinone compound from the 
aldehyde and oxindole reactants. 
5 In another aspect, the invention features an 

indolinone compound having a substituent at the 5 position 
of the oxindole ring, where the substituent at the 5 
position of the oxindole ring is selected from the group 
consisting of: 

10 (a) alkyl that is optionally substituted with 

a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

15 (b) five, six, eight, nine, or ten membered 

monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(c) a ketone of formula -CO-R 10 , where R 10 is 
20 selected from the group consisting of hydrogen, alkyl, or 

a five or six membered heterocyclic ring; 

(d) a carboxylic acid of formula -(R, : )n-COOH or 
ester of formula - <R 12 ) -COO-R 13 , where R n , R 12 , and R 13 and 
are independently selected from the group consisting of 

25 alkyl or a five or six membered heterocyclic ring and m 
and n are independently 0 or 1; 

(e) halogen; 

(f) an alcohol of formula (R 14 ) ffi -OH or an ether 
of formula - (R l4 ) n-0-R 15 , where R 14 and R 15 are independently 

30 selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 
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(g) -NR 16 R n/ where R 16 and R 17 are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(h) -NHCOR 28/ -where R lB is selected from the 
5 group consisting of alkyl, and a five or six membered 

heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(i) -SO 2 NR 19 R 20/ where R, 9 and R 20 are selected 
from the group consisting of hydrogen, alkyl, and a five 

10 or six membered heterocyclic ring; 

(j) any two of R 4 , R 5 , R fa/ or R ? . taken together 
form a bicyclic or tricyclic hetercyclic moiety fused to 
the six membered ring of the indole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 
15 clic ring. 

A preferred embodiment of the invention relates to a. 
compound of the following formula, 




(XIII) 

20 

where (a) R 5 is selected from the group consisting of, 

(i) alkyl that is optionally substituted 

with a monocyclic or bicyclic five, six, eight, nine, or 
ten membered heterocyclic ring, where the ring is option- 
25 ally substituted with one or more halogen, or 
trihalomethyl substituents ; 
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(ii) five, six, eight, nine/ or ten 

membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or t rihalomethyl subs t i tuents ; 
5 (iii) a ketone of formula -C0-R >0 , where R 10 

is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(R :i )n- 
COOH or ester of formula - (R 12 ) -C00-R l3 , where R u , R 12 , and 

10 R 13 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 

(v) halogen; 

(vi> an alcohol of formula (R 14 ) m -OH or an 

15 ether of formula - (R 14 ) n -0-R 15/ where R 1A and R lb are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n'are 
independently 0 or 1; 

(vii) -NR 16 R 17/ where R ]6 and R 17 are independ- 
20 ently selected from the group consisting of hydrogen, 

alkyl, and a five or six membered heterocyclic ring; 

(viii) -NHC0R 18 , where R 19 is selected from the 
group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 

25 tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO 2 NR l9 R 20 , where R 19 and R 20 are 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(x) any two of R«, R 5 , R 6 , or R 7 taken 
30 together form a bicyclic or tricyclic hetercyclic moiety 

fused to the six membered ring of the oxindole, where each 
ring in the multicyclic moiety is a five or six membered 
heterocyclic ring; 
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(b) Rj is selected from the group consisting of a 
five, six, eighty nine, and ten membered monocyclic or 
bicyclic heterocyclic ring, where the ring is optionally 
substituted with one or more substituents selected from 
5 the group consisting of 

U) hydrogen and alkyl that is optionally 

substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
10 or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten 

membered monocyclic or bicyclic heterocyclic ring, where 
the ring is optionally substituted with one or more 
halogen or trihalomethyl substituents; 
15 (iii) a ketone of formula -CO-R 21 , where R 21 

is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(R 22 ) R " 
COOH or ester of formula - ( R 23 ) -COO-R 24 , where R 2: , R 23 , and 

20 R 24 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 

(v) halogen; 

(vi) an alcohol of formula (R 25 )m-OH or an 
25 ether of formula - (R 2 s) n~°~R26/ where R 25 and R 26 are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n are 
independently 0 or 1; 

(vii) -NR 27 R 28 , where R 2 , and R 2B are independ- 
30 ently selected from the group consisting of hydrogen, 

alkyl, and a five or six membered heterocyclic ring; 

(viii) -NHCOR 29 , where R 29 is selected from the 
group consisting of alkyl, and a five or six membered 
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heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

<ix) -SO 2 NR 30 R 31 , where R 30 and R 31 are 

selected from the group consisting of hydrogen, alkyl, and 
5 a five or six membered heterocyclic ring; 

(c) R A , R 6 , and R-, are independently selected from the 
group consisting of, 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

10 eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
or trihalomethyl substi tuents ; 

(ii) five, six, eight, nine, or ten 
membered monocyclic or bicyclic heterocyclic ring, where 

15 the ring is optionally substituted with one or more 
halogen or trihalomethyl substi tuents ; 

(iii) a ketone of formula -CO-R 32/ where R 32 
is selected from the group consisting of hydrogen, alkyl, 
or a five or six membered heterocyclic ring; 

20 (iv) a carboxylic acid of formula -(R 33 )n- 

COOH or ester of formula - (R 34 ) -COO-R 35 , where R 33/ R 3 «, and 
R 35 and are independently selected from the group consist- 
ing of alkyl or a five or six membered heterocyclic ring 
and m and n are independently 0 or 1; 

-25 (v) halogen; 

(vi) an alcohol of formula (R 36 )m-OH or an 
ether of formula - (R 36 ) n -0-R 37/ where R 36 and R 37 are inde- 
pendently selected from the group consisting of alkyl and 
a five or six membered heterocyclic ring and m and n are 

30 independently 0 or 1; 

(vii) -NR 3e R 39/ where R 3e and R 39 are independ- 
ently selected from the group consisting of hydrogen, 
alkyl, and a five or six membered heterocyclic ring; 
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(viii) -NHCOR 40 , where R< 0 is selected from the 
group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 
5 (ix) -S0 2 NR 4: R 42 , where R 41 and R 42 are 

selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; and 
(d) R 2 is hydrogen or alkyl. 

In preferred embodiments of. the invention shown in 
10 structure XIII above one or more of R 1# R«, R b , R 6 , or R 7 
are a heterocyclic ring. Preferred heterocycles of the 
invention are described herein. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
15 R x is (3, 5-dimethylpyrrol) -2-yl, R 5 is -COOH, and R 2 , R 4/ 
R e , and R 7 are hydrogen. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
R x is {3, 5-diethylpyrrol) -2-yl, R 5 is -COOH, and R ? , R 4 , R 6/ 
20 and R 7 are hydrogen. 

Another preferred embodiment of the invention shown 
in structure XIII above is an indolinone compound, where 
R ] is (3, 5-diisopropylpyrrol ) -2-yl, R 5 is -COOH, and R 2 , R<, 
R 6 , and R ? are hydrogen. 
25 Another preferred embodiment of the invention shown 

in structure XIII above is an indolinone compound, where 
Rj is (3, 5-dimethylpyrrol) -2-yl, R 5 is -(CH 2 ) 2 COOH, and R 2/ 
R 4 , R 6 , and R 7 are hydrogen. 

Another preferred embodiment of the invention shown 
30 in structure XIII above is an indolinone compound, where 
R x is (5-methylthiophene) -2-yl, R 5 is -COOH, and R 2 , R 4 , R € , 
and R 7 are hydrogen. 
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In another aspect, the invention features a method of 
synthesizing an indolinone compound, where the method 
comprises the steps of: 

(a) reacting an aldehyde of formula XIV with an 
5 oxindole of formula XV, 



where R lf R 2 , R 3/ R< , r 5 , R 6# r 7 , r 9 , r 9/ r 10/ an d R n are as 

0 described her-'n; and 

(b) separating the indolinone compound from the 
aldehyde and oxindole reactants. 

In another aspect, the invention features an 
indolinone compound having a substituent at the 3 position 

5 of the oxindole ring, where the substituent at the 3 
position of the oxindole ring is selected from the group 
consisting of f i ve-membered or six-membered heterocyclic 
rings. The oxindolonine is further substituted with 
groups enhancing hydrosolubility as set forth below. 

D A preferred embodiment of the invention relates to a 

compound of the following formula: 



XIV 




o 



XV 
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wherein 

(a) A is a five merabered heterocyclic ring selected 
from the following group consisting of thiophene, pyrrole, 

5 pyrazole, imidazole, 1 , 2 , 3- triazole, 1 , 2 , 4 -tr iazole, 
oxazole, isoxazole, thiazole, isothiazole, furan, 1,2,3- 
oxadiazole, 1/2, 4 -oxadiazole , 1,2, 5-oxadiazole , 1,3,4- 
oxadiazole, 1,2,3, 4 -oxatr iazole, 1 , 2, 3, 5-oxatriazole, 
1,2, 3-thiadiazole, 1,2, 4 - thiadiazole , 1,2, 5-thiadiazole, 
10 1,3, 4-thiadiazole, 1,2,3, 4 -thia triazole , 1,2,3,5- 

thiatriazole, and tetrazole 

(b) m is zero, 1, or 2; 

(c) R x is hydrogen , Cj-Ce alkyl or C 2 -C 6 alkanoyl; 

(d) one of R 2 and R 3 independently is hydrogen and the 
15 other is a substituent selected from: 

(1) a Ci-Cg alkyl group substituted by 1, 2 or 3 
hydroxy groups; 

(2) S0 3 R 4 in which R 4 is hydrogen or Cj-C^ alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

20 - (3) S0 2 NHR 5 in which R 5 is as R 4 defined above or 

a - (CH 2 ) n -N (Cj-Cc alkyl) 2 group in which n is 2 or 3; 

(4) COOR 6 in which R 6 is C^-C^ alkyl unsubstituted 
or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl; 
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(5) CONHR 7 in which R-, is hydrogen, phenyl or C ; - 
C 6 aikyl substituted by 1, 2 or 3 hydroxy groups or by 
phenyl; 

(6) NHS0 2 R B in which R 8 is C x -C 6 alkyl or phenyl 
5 unsubstituted or substituted by halogen or by C l ~C 4 alkyl; 

(7) N(R 9 ) 2 , NHR 9 or OR 9 wherein R 9 is C 2 -C 6 alkyl 
substituted by 1, 2 or 3 hydroxy groups; 

(8) NHCOR 10 , OOCR 10 or CH 2 OOCR 10 in which R 10 is C> 
C 6 alkyl substituted by 1, 2 or 3 hydroxy groups; 

10 (9) NHCONH 2 ; NH-C (NH 2 ) =NH; C(NH 2 )=NH; 

CH 2 NHC (NH 2 ) =NH; CH,NH 2 ; OPO(OH) 2 ; CH.OPO ( OH ) 2 ; PO(OH) 2 ; or a 

XN Z 
\ / 

group wherein X is selected from the group consisting of 
CH 2 , S0 2 , CO, or NHCO(CH 2 ) p in which p is 1,2, or 3 and Z is 

15 CH2 , O or N-R n in which R u is hydrogen or is as R 9 
defined above. 

The term "alkanoyl" refers to a chemical moiety with 
formula -(R) n -CO-R', where R and R' are selected from the 
group consisting of alkyl or aryl and n is 0 or 1 . 

20 Inhibitors of protein kinase catalytic activity are 

known in the art- Small molecule inhibitors typically 
block the binding of substrates by tightly interacting 
with the protein kinase active-site. Indolinone com- 
pounds, for example, can bind to the active-site of a 

25 protein kinase and inhibit the molecule effectively, as 
measured by inhibition constants on the order of 10" 6 M. 

A preferred embodiment of the invention relates to an 
hydrosoluble indolinone compound that inhibits the cata- 
lytic activity of a FLK protein kinase. The indolinone 

30 preferably inhibits the catalytic activity of the FLK 
protein kinase with an IC 50 less than 50 pM, more prefera- 



i 
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bly with an IC 50 less than 5 \iM, and most preferably with 
an IC^q less than 0.5 \iM . 

In another aspect, the invention features a method of 
synthesizing a hydrosoluble indolinone compound, where the 
5 method comprises the steps of: 

(a) reacting an aldehyde of formula XVI with an 
oxindole of formula XVII, 



(OR,), 



0 




XVII 

where 

(a) A is a five . or six membered ring comprised of 
atoms selected from the group consisting of oxygen, 

0 carbon, sulfer and nitrogen 

(b) m is zero, 1, or 2; 



WO 98/07695 



PCT/US97/14736 



39 

(c) R 1 is hydrogen, Ci-Ce alkyl or C 2 -C € alkanoyl; 

(d) one of R 2 and R 3 . independently is hydrogen and the 
other is a substituent selected from: 

(1) a C,-C 6 alkyl group substituted by 1, 2 or 3 
5 hydroxy groups; 

(2) S0 3 R 4 in which R< is hydrogen or C^-C* alkyl 
unsubstituted or substituted by 1, 2 Or 3 hydroxy groups; 

(3) S0 2 NHR 5 in which R 5 is as R« defined above or 
a - (CH 2 ) n -N (C : -C 6 alkyl) 2 group in which n is 2 or 3; 

10 (4) COOR 6 in which R 6 is Cj-C 6 alkyl unsubstituted 

or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl ; 

(5) C0NHR 7 in which R 7 is hydrogen, phenyl, or C x - 
C 6 alkyl substituted by 1, 2 or 3 hydroxy groups or by 

15 phenyl; 

(6) NHS0 2 R 8 in which R 8 is C^C 6 alkyl or phenyl 
unsubstituted or substituted by halogen or by C!-C 4 alkyl; 

(7) N(R 9 ) 2/ NHR 9 or OR 9 wherein R 9 is C 2 -C 6 alkyl 
substituted by 1, 2 or 3 hydroxy groups; 

20 (8) NHCOR 10/ OOCR 10 or CH 2 OOCR 10 in which R 10 is C,- 

C 6 alkyl substituted by 1, 2 or 3 hydroxy groups; 

(9) NHCONH 2 ; NH-C (NH 2 ) =NH ; C(NH)=NH; 

CH 2 NHC (NH 2 ) =NH; CH 2 NH 2 ; OPO(OH) 2 ; CH 2 OPO(OH) 2 ; PO(OH) 2 ; or a 




25 group wherein X is selected from the group consisting of 
CH 2 , S0 2 , CO, or NHCO(CH 2 ) p in which p is 1,2, or 3 and Z is 
CH2, O or N-R n in which R n is hydrogen or is as R 9 
defined above; and 

(b) separating the indolinone compound from the 
30, aldehyde and oxindole reactants. 

Another aspect of the invention features a pharmaceu- 
tical composition comprising an oxidolinone compound of 
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the invention and a physiologically acceptable carrier or 
diluent . 

In the embodiments set forth below, several preferred 
subclasses of compounds having activity against Flk are 
5 set forth. Thus, in one embodiment, the invention pro- 
vides compounds having the. formula: 




wherein 

10 R x is hydrogen or alkyl (preferably lower alkyl, more 

preferably methyl); 

■ R 2 is oxygen or sulfur; 
R 3 is hydrogen or methyl; 

^4/ R*,/ Re/ and R 7 are each independently selected from 
15 the group consisting of hydrogen (preferably at least two 
or three of R 4 , R 5 , R 6 and R 7 are hydrogen) , alkyl (prefera- 
bly lower alkyl, more preferably methyl), halogen, N0 2 , and 
NRR • ; 

R 2 ., R 3 ., R 4 ., R 5 ., and R 6 . are: each independently 
20 selected from the group consisting of hydrogen, alkyl, 
halogen, N0 2 , NRR 1 (where taken together NRR 1 may form a 
five or six member non-aromatic heterocyc optionally 
substituted with COH) , OH, ORNRR 1 , and OR; 
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R is hydrogen, alkyl or aryl; and 
R' is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides com- 
pounds having the formula: 




wherein 

R x is hydrogen or alkyl (preferably lower alkyl, more 
preferably methyl); 

R 2 is oxygen or sulfer; 
R 3 is hydrogen or methyl; 

R«# ^6/ and R ? are each independently selected from 

the group consisting of hydrogen, alkyl (preferably lower 
alkyl, more preferably methyl), halogen, and NRR 1 ; 

R 2 ., R 3 ., R«., and R 5 ., are each independently selected 
from the group consisting of hydrogen, alkyl, halogen, and 
(alkyl) n C0 2 R; 

R is hydrogen, alkyl or aryl; and 

R 1 is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides com- 
pounds having the formula: 
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-< 

*1 



N R 3 



10 



wherein 

R,, R 2 , and R 3 , are each independently selected from 
the group consisting of hydrogen, alkyl, halogen, and 
(alkyl) n CO ? R; 

&4f R$, R e/ and are each independently selected from 
the group consisting of hydrogen, alkyl (preferably lower 
alkyl, more preferably methyl), halogen, and NRR ' ; 

R 8 and R 9 are independently hydrogen or alkyl; 

R is hydrogen, alkyl or aryl; and 

R' is hydrogen, alkyl or aryl. 

In another embodiment, the invention provides com- 
pounds having the formula: 

P R<* 

R 3 ' 




15 



(XVIII) 



wherein 

Ri'/ R-w R 4 ' and R-> are each independently selected 

from the group consisting of hydrogen, alkyl (preferably 
20 lower alkyl, more preferably methyl), halogen and NRR'; 
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R e and R 9 are independently hydrogen or alkyl; 
R is hydrogen, alkyl or aryl; and 
R' is hydrogen, alkyl or aryl. 

In another aspect, the invention features a method of 
5 synthesizing an indolinone compound, where the method 
comprises the steps of : 

(a) reacting an appropriate aldehyde with an 
appropriate oxindole, 

(b) separating the indolinone compound from the 
10 aldehyde and oxindole reactants. 

In another aspect, the invention features an 
indolinone compound, salt, ester, amide, prodrug, isomer, 
or metabolite thereof that modulates the catalytic activ- 
ity of a protein kinase. 

15 The term "modulates" refers to the ability of a 

compound to alters the catalytic activity of a protein 
kinase. A modulator preferably activates the catalytic 
activity of a protein kinase, more preferably activates or 
inhibits the catalytic activity of a protein kinase 

20 depending on the concentration of the compound exposed to 
the protein kinase, or most preferably inhibits the 
catalytic activity of a protein kinase. 

The term "protein kinase" defines a class of proteins 
that regulate a variety of cellular functions. Protein 

25 kinases regulate cellular functions by reversibly phos- 
phorylating protein substrates which thereby changes the 
conformation of the substrate protein. The conformational 
change modulates catalytic activity of the substrate or 
its ability to interact with other binding partners.. 

30 The term "catalytic activity", in the context of the 

invention, defines the rate at which a protein kinase 
phosphorylates a substrate. Catalytic activity can be 
measured, for example, by determining the amount of a 
substrate converted to a product as a function of time. 
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Phosphorylation of a substrate occurs at the active-site 
of a protein kinase. The active-site is normally a cavity 
in which the substrate binds to the protein kinase and is 
phosphorylated . 
5 A preferred embodiment of the invention relates to an 

indolinone compound that inhibits the catalytic activity 
of a FLK protein kinase. The indolinone preferably 
inhibits the catalytic activity of the FLK protein kinase 
with an IC50 less than 50 \iM f more preferably with an IC50 
10 less than 5 pM, and most preferably with an IC50 less than 
0.5 pM . 

The term "FLK" refers to a protein kinase that 
phosphorylates protein substrates on tyrosine residues. 
The FLK protein kinase regulates cellular functions in 

15 response to the VEGF growth factor. These cellular 
functions include, but are not limited to, cellular 
prolirf era tion, and in particular, blood vessel prolifera- 
tion in tissues. 

The term "IC 50 ", in the context of the invention, 

20 refers to a parameter that describes the concentration of 
a particular indolinone required to inhibit 50% of the FLK 
protein kinase catalytic activity. The IC 50 parameter can 
be measured using an assay described herein and by varying 
the concentration of a particular indolinone compound. 

25 Another aspect of the invention features a pharmaceu- 

tical composition comprising,, consisting essentially of, 
or consisting of an indolinone compound, salt, ester, 
amide, prodrug, isomer, or metabolite thereof of the 
invention and a physiologically acceptable carrier or 

30 diluent. 

The term "pharmaceutical composition" refers to a 
mixture of an indolinone compound of the invention with 
other chemical components, such as diluents or carriers. 
The pharmaceutical composition facilitates administration 
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of the compound to an organism. Multiple techniques of 
administering a compound exist in the art including, but 
not limited to, oral, injection, aerosol, parenteral, and 
topical administration. Pharmaceutical compositions can 
5 also be obtained by reacting compounds with inorganic 
acids such as hydrochloric acid, hydrobromic acid, sulfu- 
ric acid, nitric acid, phosphoric acid, methanesulf onic 
acid, ethanesulf onic acid, p-toluenesulf onic acid, sali- 
cylic acid and the like. 

10 The term "physiologically acceptable" defines a 

carrier or diluent that does not cause significant irrita- 
tion to an organism and does not abrogate the biological 
activity and properties of the compound. 

The term "carrier" defines a chemical compound that 

15 facilitates the incorporation of a compound into cells or 
tissues. For example dimethyl sulfoxide (DMSO) is a 
commonly utilized carrier as it facilitates the uptake of 
many organic compounds into the cells or tissues of an 
organism. 

20 The term "diluent" defines chemical compounds diluted 

in water that will dissolve the compound of interest as 
well as stabilize the biologically active form of the' 
compound. Salts dissolved in buffered solutions are 
utilized as diluents in the art. One commonly used 

25 buffered solution is phosphate buffered saline because it 
mimics the salt conditions of human blood. Since buffer 
salts can control the pH of a solution at low concentra- 
tions, a buffered diluent rarely modifies the biological 
activity of a compound. 

30 Another aspect of the invention features a method of 

preventing or treating an abnormal condition in an organ- 
ism. The abnormal condition is associated with an aberra- 
tion in a signal transduction pathway characterized by an 
interaction between a protein kinase and a natural binding 
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partner. The method comprises the following steps: (a) 
administering a compound of the invention to an organism; 
and (b) promoting or disrupting the abnormal interaction. 
The term "prevent ing" refers to a method of barring 
5 the organism from acquiring the abnormal condition- 

The term "treating" refers to a method of alleviating 
or abrogating the abnormal condition in the organism. 

The term "organism" relates to any living entity 
comprised of at least one cell. An organism can be as 
10 simple as one eukaryotic cell or as complex as a mammal. 

The term "abnormal condition" refers to a function in 
the cells or tissues of an organism that deviates from 
their normal functions in that organism. An abnormal 
condition can relate to cell proliferation, cell differen- 
15 tiation, or cell survival. 

Aberrant cell proliferative conditions include 
cancers such as fibrotic and mesangial disorders, abnormal 
angiogenesis and vasculogenesis , wound healing, psoriasis, 
diabetes mellitus, and inflammation. 
20 Aberrant differentiation conditions include, but are 

not limited to neurodegenerative disorders, slow wound 
healing rates, and tissue grafting techniques. 

Aberrant cell survival conditions relate to condi- 
tions in which programmed cell death (apoptosis) pathways 
25 are activated or abrogated. A number of protein kinases 
are associated with the apoptosis pathways. Aberrations 
in the function of any one of the protein kinases could 
lead to cell immortality or premature cell death. 

Cell proliferation, differentiation, and survival are 
30 phenomena simply measured by methods in the art. These 
methods can involve observing the number of cells or the 
appearance of cells under a microscope with respect to 
time (days) . 
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The term "administering" relates to a method of 
incorporating a compound into ceils or tissues of an 
organism. The abnormal condition can be prevented or 
treated when the cells or tissues of the organism exist 

5 within the organism or outside of the organism. Cells 
existing outside the organism can be maintained or grown 
in cell culture dishes. For cells harbored within the 
organism, many techniques exist in the art to administer 
compounds, including (but not limited to) oral, paren- 

0 teral, dermal, injection, and aerosol applications. For 
cells outside of the organism, multiple techniques exist 
in the art to administer the compounds, including (but not 
limited to) cell microinjection techniques, transformation 
techniques, and carrier techniques. 

5 The aberrant condition can also be prevented or 

treated by administering a group of cells having an 
aberration in a signal transduction process to an organ- 
ism. The effect of administering a compound on organism 
function can then be monitored. The art contains multiple 

0 methods of introducing a group of cells to an organism as 
well as methods of administering a compound to an organ- 
ism. The organism is preferably a frog, more preferably 
a mouse, rat, rabbit, guinea pig, or goat, and most 
preferably a monkey or ape. 

5 The term "signal transduction pathway" refers to the 

molecules that propagate an extracellular signal through 
the cell membrane to become an intracellular signal. This 
signal can then stimulate a cellular response. The 
polypeptide molecules involved in signal transduction 

0 processes are typically receptor and non-receptor protein 
kinases, receptor and non-receptor protein phosphatases, 
nucleotide exchange factors, and transcription factors. 
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The term "aberration", in conjunction with a signal 
transduction process, refers to a protein kinase that is 
over- or under-expressed in an organism, mutated such that 
its catalytic activity is lower or higher than wild-type 
5 protein kinase activity, mutated such that it can no 
longer interact with a natural binding partner, is no 
longer modified by another protein kinase or protein 
phosphatase, or no longer interacts with a natural binding 
partner. 

10 The term "natural binding partner" refers to a 

polypeptide that normally binds to the intracellular 
region of a protein kinase in a ceil. These natural 
binding * partners can play a role in propagating a signal 
in a protein v kinase signal transduction process. The 

15 natural binding partner can bind to a protein kinase 
intracellular region with high affinity. High affinity 
represents an equilibrium binding constant on the order of 
10" 6 M or less. However, a natural binding partner can 
also transiently interact with a protein kinase intracel- 

20 lular region and chemically modify it. Protein kinase 
natural binding partners are chosen from a group consist- 
ing of, but not limited to, src homology 2 (SH2) or 3 
(SH3) domains, other phosphoryl tyrosine binding (PTB) 
domains, and other protein kinases or protein 

25 phosphatases. 

The term "promoting or disrupting the abnormal 
interaction" refers to a method that can be accomplished 
by administering a compound of the invention to cells or 
. tissues in an organism. A compound can promote an inter- 

30 action between a protein kinase and natural binding 
partners by forming favorable interactions with multiple 
amino acids at the complex interface. Alternatively, a 
compound can inhibit an interaction between a protein 
kinase and natural binding partners by compromising 
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favorable interactions formed between amino acids at the 
complex interface . 

A preferred embodiment of the invention relates to 
the method of treating an abnormal condition in an organ- 
5 ism, where the organism is a mammal. 

The term "mammal" refers preferably to such organisms 
as mice, rats, rabbits, guinea pigs, and goats, more 
preferably to monkeys and apes, and most preferably to 
humans. 

0 Another preferred embodiment of the invention relates 

to a method of treating or preventing an abnormal condi- 
tion associated with the FLK protein kinase. 

Another preferred embodiment of the invention relates 
to an indolinone compound that inhibits the catalytic 

5 activity of a platelet derived growth factor protein 
kinase. The indolinone preferably inhibits the catalytic 
activity of the platelet derived growth factor protein 
kinase with an IC 50 less than 50 pM, more preferably with 
an IC 50 less than 5 pM, and most preferably with an IC 50 

0 less than 0.5 pM. * 
The term "platelet derived growth factor" refers to 
a protein kinase that phosphorylates substrates on tyro- 
sine residues. The platelet derived growth factor protein 
kinase regulates cellular functions in response to the 

5 PDGF growth factor. These cellular functions include, but 
are not limited to, . cellular proliferation. 

The chemical formulae referred herein may exhibit the 
phenomena of tautomerism or structural isomerism. For 
example, the compounds described herein may be adopt a els 

0 or trans conformation about the double bond connecting the 
indolinone 3-substituent to the indolinone ring, or may be 
mixtures of cis and trans isomers. As the formulae 
drawing within this specification can only represent one 
possible tautomeric or structural isomeric form, it should 
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be understood that the invention encompasses any tauto- 
meric or structural isomeric form, or mixtures thereof, 
which possesses the ability to regulate, inhibit and/or 
modulate tyrosine kinase signal transduction or cell 
5 proliferation and is not limited to any one tautomeric or 
structural isomeric form utilized within the formulae 
drawing. 

In addition to the above-described compounds, the 
invention is further directed, where applicable, to 

10 solvated as well as unsolvated forms of the compounds 
(e.g. hydrated forms) having the ability to regulate 
and/or modulate cell proliferation. 

The compounds described herein may be prepared by any 
process known to be applicable to the" preparation of 

15 chemically-related compounds. Suitable processes are 
illustrated in the examples. Necessary starting materials 
may be obtained by standard procedures of organic chemis- 
try. 

An individual compound's relevant activity and 
20 efficacy as an agent to affect receptor tyrosine kinase 
mediated signal transduction may be determined using 
available techniques. Preferentially, a compound is 
subjected to a series of screens to determine the com- 
pound's ability to modulate, regulate and/or inhibit cell 
25 proliferation. These screens, in the order in which they 
are conducted, include biochemical assays, cell growth 
assays and in vivo experiments. 

The summary of the invention described above is not 
limiting and other features and advantages of the inven- 
30 tion will be apparent from the following detailed descrip- 
tion of the invention, and from the claims. 

Brief Dfi cirription of the Drawings and Tables 

Figure 1 shows illustrative type A oxindoles. 
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Figure 2 shows illustrative type B aldehydes. 
Table 1 depicts examples of compounds of the inven- 
tion. The table illustrates the molecular structure of 
each indolinone. the molecular weight of the compound, and 
5 the chemical formula of the compound. 

Table 2 depicts the biological . activity of 'select 
compounds of the invention. Listed are the chemical 
structure of the compound with IC 50 values measured in FLK- 
1 biological inhibition assays. 
10 Table 3 shows preferred indole based aldehydes that 

can be used in the present invention. 

Table 4 shows preferred oxindoles that can be used in 
the present invention. 

Table 5 depicts examples of compounds of the inven- 
15 tion. The table illustrates the molecular structure of 
each indolinone, the molecular weight of the compound, and 
the chemical formula of the compound. 

Tables 6 and 7 depicts the biological activity of 
select compounds of the invention. Listed are the chemi- 
20 cal structure of the compound with IC 50 values measured in 
FLK-1 and platelet derived growth factor protein kinase 
(PDGFR) biological inhibition assays. 

Table 8 depicts examples of compounds of the inven- 
tion. The table illustrates the molecular structure of 
25 exemplary indolinones and the biological activity of 
select compounds of the invention. Listed are the chemi- 
cal structure of the compound with IC 50 values measured in 
FLK-1 biological inhibition assays. 

Table 9 lists exemplary compounds of the invention. 
30 Table 10 shows FLK activity data for illustrative 

compounds of the invention. 

Table 11 shows type A oxindols. 
Table 12 shows type B aldehydes. 
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Table 13 shows the names of several indolinone 
compounds of the present invention. 

Table 14 shows kinase data for the compounds listed 
in Table 13 as determined using the assays described 
5 herein. 

Detailed Description of the Invention 

The invention is directed in part towards 
designing protein kinase inhibitors that obliterate tumors 

10 by severing their sources of sustenance. The inhibitors 
are designed to specifically bind protein kinases over- 
expressed in the vasculature that supply tumors with 
sustenance. One such protein kinase target is FLK-l, 
which is over-expressed in the proliferating endothelial 

15 cells of a growing tumor, but not in the surrounding 
quiescent endothelial cells. Plate et al. t 1992, Nature 
359:845-848. 

FLK-l is activated upon binding VEGF, a strong 
regulator for endothelial cell proliferation as well as 

20 normal and pathological angiogenesis . Klagsburn and 
Soker, 1993, Current Biology J: 699-702. Thus, compounds 
that specifically inhibit the FLK protein kinase are 
potential anti-cancer agents as they may decrease the 
vasculature that nourishes tumors. These inhibitors will 

25 most likely result in minimizing and even obliterating 
solid tumors. In addition, compounds that specifically 
inhibit FLK will potentially represent a new generation of 
cancer therapeutics as they will most likely cause few 
side effects. These potential properties, are a welcome 

30 improvement over the currently utilized cancer therapeu- 
tics that cause multiple side effects and deleteriously 
weaken patients. 
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Synthesis of Indolinone Compounds 

The indolinone compounds of the invention are synthe- 
sized by reacting an aldehyde with an oxindol as shown in 
the examples provided herein. Descriptions of methods for 
5 synthesizing indolinone compounds are provided in the 
examples described herein. The examples fully describe 
the solvents, temperatures, separation techniques, and 
other conditions utilized for the invention. Other 
siynthetic techniques, such as those described in Interna- 

10 tional patent publications WO 96/22976, published August 
1, 1996 by Ballinari et al. r and WO 96/40116, published 
December 19, 1996 by Tang et al . may also be used or 
adapted by those skilled in the art to make the compounds 
of the present invention. Descriptions of the methods used 

15 to specif ically synthesize the indolinone compounds of the 
invention, are disclosed herein. 

Biological Activity of Indolinone Compounds 

Indolinone compounds of the invention can be tested 

20 for their ability to activate or inhibit protein kinases 
in biological assays. The methods used to measure 
indolinone modulation of protein kinase function are' 
described herein. Indolinone compounds of the invention 
were tested for their ability to inhibit the FLK protein 

25 kinase. The biological assay and results of these inhibi- 
tion studies are reported herein. 

Target Diseases to be Treated by Indolinone Compounds 

Protein kinases are essential regulatory molecules 
30 that control a variety of cellular functions. For this 
reason, any alteration in the function of a protein kinase 
can cause an abnormal condition in an organism. One of 
the many functions controlled by protein kinases is cell 
proliferation . 
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Alterations in the function of a protein kinase that 
normally regulates cell proliferation can lead to enhanced 
or decreased cell proliferative conditions evident in 
certain diseases. Aberrant cell proliferative conditions 
5 include cancers such as fibrotic and mesangial disorders, 
abnormal angiogenesis and vasculogenesis, wound healing, 
psoriasis, restenosis, diabetes mellitus, and inflamma- 
tion. 

Fibrotic disorders and mesangial cell proliferative 
10 disorders are described in International Patent Publica- 
tion No. WO 96/40116, published December 19, 1996 by Tang 
et al. 

Angiogenic and vasculogenic disorders result from 
excess proliferation of blood vessels. Blood vessel 

15 proliferation is necessary in a variety of normal physio- 
logical processes such as embryonic development, corpus 
luteum formation, wound healing and organ regeneration. 
However, blood vessel proliferation is also essential in 
cancer tumor development. Other examples of blood vessel 

20 proliferative disorders include arthritis, where new 
capillary blood vessels invade the joint and destroy 
cartilage. In addition, blood vessel proliferative 
diseases include ocular diseases, such as diabetic reti- 
nopathy, where new capillaries in the retina invade the 

25 vitreous, bleed and cause blindness. Conversely, disor- 
ders related to the shrinkage, contraction or closing of 
blood vessels, such as restenosis, are also implicated in 
adverse regulation of RPKs or RPPs . 

Moreover, vasculogenesis and angiogenesis are associ- 

30 ated with the growth of malignant solid tumors and metas- 
tasis, A vigorously growing cancer tumor requires a 
nutrient and oxygen rich blood supply to continue growing. 
As a consequence, an abnormally large number of capillary 
blood vessels often grow in concert with the tumor and act 
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as supply lines to the tumor. In addition to supplying 
nutrients to the tumor, the new blood vessels embedded in 
a tumor provide a gateway for tumor cells to enter the 
circulation and metastasize to distant sites in the 
organism. Folkman, 1990, J. Natl. Cancer Inst. 82:4-6. 

Angiogenic and vasculogenic disorders are closely 
linked to the FLK protein kinase. FLK-1 is activated upon 
binding VEGF , a strong regulator for endothelial cell 
proliferation as well as normal and pathological angiogen- 
esis. Klagsburn and Soker, 1993, Current Biology 

3:699-702. Thus, compounds that specifically inhibit the 
FLK protein kinase are potential anti-cancer agents as 
they may decrease the vasculature that nourishes tumors. 
These inhibitors will most likely result in minimizing and 
even obliterating solid tumors. In addition, compounds 
that specifically inhibit FLK will potentially represent 
a new generation of cancer therapeutics as they will most 
likely cause few side effects. These potential properties 
are a significant improvement over the currently utilized 
cancer therapeutics that cause multiple side effects and 
deleteriously weaken patients. 

In addition to cell proliferation, some RPKs and RPPs 
regulate the penultimate cellular functions, cell survival 
and cell death. Glial derived growth factor (GDNF) 
activates e-ret, for example, by bringing multiple c-ret 
receptors together into close proximity and promoting 
cross phosphorylation of the intracellular regions. 
Signal transduction molecules that form a complex with c- 
ret as a result of these phosphoryl moieties, such as grb- 
2, sos, ras, and raf, propagate a signal in the cell that 
promotes neural survival. Thus, compounds that promote 
the interactions of these stimulatory molecules of c-ret 
would enhance the activity of c-ret. Alternatively, 
protein phosphatases can remove the phosphoryl moieties 



WO 98/07695 



PCT/US97/14736 



56 

placed on the intracellular region of c-ret in response to 
GDNF, and thus inhibit the signaling capability of c-ret. 
Thus compounds that inhibit phosphatases of c-ret will 
enhance the signaling capacity of c-ret. In the context 
5 of the present invention, the c-ret protein kinase could 
be activated by indolinone compounds that are modified 
with substituents, particularly at the 5 position of the 
oxindole ring. 

c-ret is implicated in the development and survival 

10 of enteric, synaptic, and sensory neurons and neurons of 
the renal system upon stimulation by GDNF. Lack of 
function mutations in c-ret can lead to Hirschsprung's 
disease, for example, which manifests itself as a decrease 
in intestinal tract innervation in patients. Thus, 

15 compounds that activate c-ret are potential therapeutic 
agents for the treatment of neurodegenerative disorders, 
including, but not limited to, Hirschsprung's disease, 
Parkinson's disease, Alzheimer's disease, and amyotrophic 
lateral sclerosis. Compounds that inhibit c-ret function 

20 are possible anti-cancer agents as over-expression of ret 
in cells is implicated in cancers, such as cancer of the 
thyroid. 

Pharmaceutical Compositions and Administration of indoli- 
2 5 none Compounds 

Methods of preparing pharmaceutical formulations of 
the compounds, methods of determining the amounts of 
compounds to be administered to a patient, and modes of 
administering compounds to an organism are disclosed in 
30 International Patent Publication No. WO 96/22976, pub- 
lished August 1, 1996 by Ballinari et al . , which is 
incorporated herein by reference in its entirety, includ- 
ing any drawings. Those skilled in the art will appreci- 
ate that such descriptions are applicable to the present 
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invention and can be easily adapted to it. The mechanism 
of such action and possible uses for such compounds are 
described in International Patent Publication WO 96/40116, 
published December 19, 1996 by Tang et al . 
5 The compounds described herein can be administered to 

a human patient per se, or in pharmaceutical compositions 
where it is mixed with suitable carriers or excipient ( s ) . 
Techniques for formulation and administration of the 
compounds of the instant application may be found in 
10 "Remington's Pharmaceutical Sciences," Mack Publishing 
Co., Easton, PA, latest edition or in International Patent 
Publication No. WO 96/40116, published December 19, 1996 
by Tang et al. 

is Effective Pggaqe 

Pharmaceutical compositions suitable for use in the 
present invention include compositions wherein the active 
ingredients are contained in an amount effective to 
achieve its intended purpose. More specifically, a 

20 therapeutically effective amount means an amount of 
compound effective to prevent, alleviate or ameliorate 
symptoms of disease or prolong the survival of the subject 
being treated. Determination of a therapeutically effec- 
tive amount is well within the capability of those skilled 

25 in the art, especially in light of the detailed disclosure 
provided herein and in International Patent Publication 
No. WO 96/40116, published December 19, 1996 by Tang et 
al . 

30 Packaging 

The compositions may, if desired, be presented in a 
pack or dispenser device which may contain one or more 
unit dosage forms containing the active ingredient accord- 
ing to the description provided in International Patent 
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Publication No. WO 96/40116, published December 19, 1996 
by Tang et al. 

Examnl P.g 

5 The examples below are not limiting and are merely 

representative of various aspects and features of the 
present invention. The examples demonstrate methods of 
synthesizing indolinone compounds of the invention. The 
examples also demonstrate the specificity as well as the 
10 potency with which these compounds inhibit protein kinase 
function in cells. 



Sxamglfr I : Compound Svnthftsis 

15 The compounds of the present invention may be synthe- 

sized according to known techniques such as those de- 
scribed in International Patent Publication No. WO 
96/40116, published December 19, 1996 by Tang et al . The 
following represent preferred methods for synthesizing the 

20 compounds of the claimed invention. 

(a) Preparation of 4 -Methyl-2-oxindole . Diethyl 
oxalate (30 mL) in 20 mL of dry ether was added with 
stirring to 19 g of potassium ethoxide suspended in 50 mL 

25 of dry ether. The mixture was cooled in an ice bath and 
20 mL of 3-nitro-o-xylene in 20 mL of dry ether was slowly 
added. The thick dark red mixture was heated to reflux 
for 0,5 hr, concentrated to a dark red solid, and treated 
with 10% sodium hydroxide until almost all of the solid 

30 dissolved. The dark red mixture was treated with 30% 
hydrogen peroxide until the red color changed to yellow. 
The mixture was treated alternatively with 10% sodium 
hydroxide and 30% hydrogen peroxide until the dark color 
was no longer present. The solid was filtered off and the 



WO 98/07695 



PCT7US97/ 1 4736 



59 

filtrate acidified with 6N hydrochloric acid. The result- 
ing precipitate was collected by vacuum filtration,, washed 
with water, and dried under vacuum to give 9.8 g (45% 
yield) of 1 -methyl-6-nitrophenylacetic acid as an off- 
5 white solid. The sold was hydrogenated in methanol over 
10% palladium on carbon to give 9.04 g of the title 
compound as a white solid. 

(b) Preparation of 5-Nitro-2-oxindole . The 2- 
10 oxindole (6.5 g) was dissolved in 25 mL of concentrated 

sulfuric acid and the mixture maintained at -10 -15 °c 
while 2.1 mL of fuming nitric acid was added dropwise. 
After the addition of the nitric acid the reaction mixture 
was stirred at 0°C for 0.5 hr and poured into ice water. 
15 The precipitate was collected by filtration, washed with 
water and crystallized from 50% of the acetic acid. The 
final crystal was then filtered, washed with water and 
dried under vacuum to give 6.3g (70%) of 5-nitro-2- 
oxindole . 

20 

(c) Preparation of 5-Amino-2-oxindole . The 5-nitro- 
2-oxindole (6.3 g) was hydrogenated in methanol over 10% 
palladium on carbon to give 3.0 g (60% yield) of the title 
compound as a white solid. 

25 

(d) Preparation of 5-Fluoro-2-oxindole . 5-Fluoroi- 
satin (8.2 g) was dissolved in 50 mL of hydrazine hydrate 
and refluxed for 1 hr. The reaction mixtures were then 
poured in ice water. The precipitate was then filtered, 

30 washed with water and dried under vacuum oven to give 6.0 
g of 5-f luoro-2-oxindole (79% yield) . 



(e) Preparation of 5-Bromo-2-oxindole . 2 -Oxindole 
(1.3 g) in 20 mL of acetonitrile was cooled to -10°C and 
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2.0 g of N-bromosuccinimide was slowly added with stir- 
ring. The reaction was stirred for 2 hour at -10°C and 2 
hours at 0°C. The precipitate was collected, washed with 
water and dried to give 1.9 g (90% yield) of the title 
5 compound. 

( f ) Preparation 5-Carboxy-2-oxindole 

Step 1. Synthesis of 5-Methoxycarbonyl-2- 
oxindole. 5-Iodo-2-oxindole (17g) was refluxed with 2g of 

10 palladium diacetate, 18.15g of tr iethylamine , 150 mL of 
methanol, 15 mL of dimethylsulf oxide and 2 . 6 g of DPPP in 
an atmosphere saturated with carbon monoxide. After 24 
hours, the reaction was filtered to remove the catalyst 
and the filtrate concentrated. The concentrate was 

15 chromatographed on a silica gel in 30% ethyl acetate in 
hexane. The fractions containing product were concen- 
trated and allowed to stand. The precipitated product was 
^collected by vacuum filtration to give 0 . 8g (7%) of the 
title compound as an off-white solid. 

20 Step 2: Synthesis of 5-Carboxy-2-oxindoie . 5- 

Methoxycarbonyl-2-oxindole (lg) and Ig of sodium hydroxide 
in 20 mL of methanol was refluxed for 3 hours. The 
reaction mixture was cooled and concentrated to dryness. 
The residue was dissolved in water and extracted twice 

25 with ethyl acetate. The aqueous layer was acidified with 
6 N hydrochloric acid and the precipitated solid col- 
lected, washed with water, and dried to give 0,.7g (78%) of 
the title compound as an off-white solid. 

30 (g) Preparation of 5-Carboxyethyl-2-oxindole 

Step 1: Synthesis of 5-Chloroacetyl-2- 
oxindole. Aluminum chloride (30.8 g) and 2-oxindole 
(5.0g) were added to 200 ml of carbon disulfide at room 
temperature arid the mixture stirred. Chloroacetyl chlo- 
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ride (3.8 mL) was added and the stirring continued for 1 
hour. The mixture was heated to reflux for 3 hours, 
cooled and the solvent decanted. The residue was stirred 
in ice water until it became a solid suspension- The 
5 solid was collected by vacuum filtration, washed in water, 
and dried to give 7 . Og (90% yield) of the title compound. 

Step 2: Synthesis of 5-Chloroethyl-2-oxindole . 
5-Chloroacetyl-2-oxindple (7.0g) was added to 25 mL of 
trif luoroacetic acid and the mixture cooled in an ice bath 
10 with stirring. Triethylsilane (12.3 mL) was added 
dropwise over 2 minutes. The reaction was then stirred at 
room temperature for 4 hours and poured into ice water. 
Hexane was added, the mixture stirred vigorously, and the 
solid collected by vacuum siltation and washed with hexane 
15 to give 5 . 9g (91% yield) of the product as a white solid. 

Step 3: Synthesis of 5-Cyanoethyl-2-oxindole . 
Potassium cyanide (2.02 g) was added to 15 mL of 
dimethylsulf oxide and heated to 90°C 5-Chloroethyl-2- 
oxindole (3.0 g) dissolved in 5mL of dimethylsulf oxide was 
10 added slowly with stirring, and the reaction heated to 
150°C for 2 hours. The mixture was cooled, poured into ice 
water and the precipitate collected by vacuum filtration, 
washed with water, and dried to give crude product. The 
crude material was chromatographed on silica, gel in 5% 
5 methanol in chloroform to give 1.2g (42% yield) of the 
title compound. 

Step 4: Synthesis of 5-Carboxyethyl-2- 
oxindole. 5-Cyanoethyl-2-oxindole (4.02g) in lOmL of 
water containing 25mL of concentrated hydrochloric acid 
0 was refluxed for 4 hours. The mixture was cooled, water 
added and the resulting solid collected by vacuum filtra- 
tion, washed with water and dried to give 1.9g (44% yi_eld) 
of the title compound as a yellow solid. 
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(h) Preparation of 3, 5-Dimethylpyrrol-2-carboxal- 
dehyde 

5 -Cyanoethly-2-oxindole (4.02g) in 10 mL of water 
containing 25mL of concentrated hydrochloric acid was 
5 refluxed for 4 hours. The mixture was cooled, water added 
and the resulting solid collected by vacuum filtration, 
washed with water and dried to give 1.9g (44% yield) of 
the title compound as a yellow solid. 

10 (i) Preparation of 3 , 5-Dimethylpyrrol-2-carboal- 

dehyde 

To a solution dimethyl formamide (80. 4g) and 1L of 
dichloroethane at 0°C was added phosphorous oxychoride 
(153.3g) over a few minutes and the reaction stirred for 

15 1-2 hr at 0°C 2 , 4 -Dimethylpy r role (114. 6g) was added 
dropwise to the above solution at temperature below 5°C. 
After the addition was complete the reaction was heated 
and the aqueous layer isolated and saved. The organic 
layer was extracted again with 300mL of water and the two 

20 aqueous layers combined. The aqueous phase was extracted 
with 200mL of dichloroethane and the organic layer dis- 
carded. The aqueous phase was cooled to 10°C and adjusted 
to pH 10 with 10% sodium hydroxide. The mixture was 
stirred at 10°C for 2hr. The yellow solid was collected 

25 by vacuum filtration and washed thoroughly with water. 
The solid was dried at room temperature under vacuum to 
give 110. 8g (90% yield of 2 , 4-dimethyl-5-f ormylpyrrole . 

(j) Preparation of 3 , 5-Diethylpyrrol-2-carboxal- 
30 dehyde: 

The solution of 25. Og of 3 , 5-heptanedione and 42. 3g 
of diethyl aminomalonate hydrochloride in 200 mL of acetic 
acid was heated to 95- 10°C for 1.25 hr . Sodium acetate 
was added and the reaction mixture was stirred for 5.35 hr 
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and cooled down for 4 hr . The salt was filtered' and 
washed with acetic acid. The acetic acid solution was 
then concentrated and the residue poured into 800 mL of 
water. The yellow solid was filtered and dried in a 
5 vacuum oven overnight to give 36. Og of ethyl 3,5- 
diethlypyrrol-2-carboxalate as the orange liquid (92% 
yield) . 

Decarboxylation of ethyl 3, S-diethylpyrro-2-carbo- 
xalate upon hydrolysis gave 2 , 4 -diethylpyrrole . The title 
0 compound was then synthesized via Vilsmeier formulation of 
2, 4 -diethlpyrrole with the saiae condition used for the 
preparation of 3 , 5-dimethylpyrrol-5-carboxaldehyde . 

(k) Preparation of 3 , 5-Diisopropylpyrrol-2-carboxal- 
5 dehyde 

The procedure was the same as the one for the prepa- 
ration of 3, 5-diethylpyrrol-2-carboxaldehyde except 
starting with.2, 6-dimethyl-3 , 5-heptanedione . 

0 Example 2: FLK Inhibition by Indolinone compounds of 

the Invention 

An enzyme linked immunosorbent assay (ELISA) wa.s 
conducted to measure the catalytic activity of the FLK-1 
receptor and more specifically, the inhibition or activa- 
5 tion of indolinone compounds on the catalytic activity of 
the FLK-1 receptor. Specifically, the following assay was 
conducted to measure catalytic activity of the FLK-1 
receptor in FLK-1 /NIH3T3 cells. 

The materials and protocol for the FLK-1 ELISA assay 
3 are as described in International Patent Publication No. 
WO 96/40116., published December 19, 1996 by Tang et al . 

Selected compounds were tested in the FLK-1 ELISA 
assay. IC50 measurements are reported in the tables. 
Derivatives of 3- [ (indole-3-yl ) methylene] -2-indolinone 
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compounds with a methyl substituent at the 1' position 
proved to be the most potent inhibitors of the group of 
compounds tested in the assay. 

5 Example 3: In Vitro RTK A^^y,^ 

The following in vitro assays may be used to deter- 
mine the level of activity and effect of the different 
compounds of the present invention on one or more of the 
RTKs . Similar assays can be designed along the same lines 

0 for any tyrosine kinase using techniques well known in the 
art. 



(a) Enzyme Linked Immunosorbent Assay (ELISA) 
Enzyme linked immunosorbent assays (ELISA) may be 
15 used to detect and measure the presence of tyrosine kinase 
activity. The ELISA may be conducted according to known 
protocols which are described in, for example, Voller, et 
al., 1980, "Enzyme-Linked Immunosorbent Assay," In: Manual 
of Clinical Immunology , 2d ed. , edited by Rose and Fried- 
20 man, pp 359-371 Am. Soc. Of Microbiology, Washington, 
D.C. 

The disclosed protocol may be adapted for determining 
activity with respect to a specific RTK. For example, the 
preferred protocols for conducting the ELISA experiments 
5 for specific RTKs is provided below. Adaptation of these 
protocols for determining a compound's activity for other 
members of the RTK family, as well as other receptor and 
non-receptor tyrosine kinases, are within the scope of 
those in the art. 

30 

(i) FLK-1 ELISA 

An ELISA assay was conducted to measure the kinase 
activity of the FLK-1 receptor and more specifically, the 
inhibition or activation of protein tyrosine kinase 



i 
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activity on the FLK-1 receptor. Specifically, the follow- 
ing assay was conducted to measure kinase activity of the 
FLK-1 receptor in FLK-1/NIH3T3 cells. 

5 Materials And Methods. 

Materials. The following reagents and supplies were 

used : 

a. Corning 96-well ELISA plates (Corning Catalog 
No. 25805-96); 

b. Cappel goat anti-rabbit IgG (catalog no. 55641 }; 

c. PBS (Gibco Catalog No. 450-1300EB) ; 

15 d - TBSW Buffer (50 mM Tris (pH 7.2), 150 mM NaCl 

and 0.1% Tween-20); 

e. Ethanolamine stock (10% ethanolamine (pH 7.0), 
stored at 4°C) ; 



10 



20 



2 5 



30 



f. HNTG buffer (20mM HEPES buffer (pH 7.5), 150mM 
NaCl, 0.2% Triton X-100, and 10% glycerol); 

g. EDTA (0.5 M (pH 7.0) as a 100X stock); 

h. Sodium ortho vanadate (0.5 M as a 100X stock); 

i. Sodium pyro phosphate (0.2M as a 100X stock); 

j . NUNC 96 well V bottom polypropylene plates 
(Applied Scientific Catalog No. AS-72092) ; 

k. NIH3T3 C7#3 Cells (FLK-1 expressing cells); 
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DMEM with IX high glucose L Glutamine (catalog 
No. 11965-050) ; 

FBS, Gibco (catalog no. 16000-028); 

L-glutamine, Gibco (catalog no. 25030-016); 

VEGF, PeproTech, Inc. (catalog no. 100-20) (kept 
as 1 pg/100 \il stock in Milli-Q dH 2 0 and stored 
at -20°C; 

Affinity purified anti-FLK-1 antiserum which can 
be obtained or purified as follows: 

1. Prepare a Tresyl-Activated Agarose/Flk-1- 
D column by incubating 10 ml of Tresyl- 
Activated Agarose with 20 mg of purified 
GST-FIk-l-D fusion protein in lOOmM so- 
dium bicarbonate (pH 9.6) buffer over- 
night at 4oC. 

2. Wash the column once with PBS. 

3. Block the excess sites on the column with 
2 M glycine for 2 hours at 4oC. 

4. Wash the column with PBS. 

5. Incubate the column with Rabbit anti-Flk- 
1D production bleed for 2 hours at 4oC. 

6. Wash the column with PBS. 

7. Elute antiserum with 100 mM Citric Acid, 
pH3.0 and neutralize the eluate immedi- 
ately with 2 M Tris, pH 9.0. 

8. Dialyize the eluate against PBS overnight 
at 4oC with 3 changes of buffer (sample 
to buffer ratio is 1:100). 
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9. Adjust the dialyized antiserum to 5% 
glycerol and store at -80oC in small 
aliquotes . 

5 q. UB40 monoclonal antibody specific for 

phosphotyrosine, (see, Fendley, et al., 1990, 
Cancer Research ££: 1550-1558 ) ; 

r. EIA grade Goat anti-mouse IgG-POD (BioRad cata- 
10 log no. 172-1011) ; 

s . 2, 2-azino-bis ( 3-e thy Ibenz- thiazoline- 6- sulfonic 
acid { ABTS ) solution (lOOmM citric acid (anhy- 
drous), 250 mM Na 2 HPO« (pH 4.0), 0.5 mg/ml ABTS 
15 (Sigma catalog no. A-1888)), solution should be 

stored in dark at 4°C until ready for use; 

t. H 2 0 2 (30% solution) (Fisher catalog no. H325); 

20- u. ABTS/H 2 0 2 (15ml ABTS solution, 2 pi H 2 0 2 ) prepared 

5 minutes before use and left at room tempera- 
ture; 



25 



30 



v. 0.2 M HC1 stock in H 2 0; 

w. dimethylsulf oxide (100%) (Sigma Catalog No. D- 
8418); and 

x. Trypsin-EDTA (Gibco BRL Catalog No. 25200-049). 

Protocol. The following protocol was used for 
conducting the assay: 

1. Coat Corning 96-well elisa plates with 1 . Opg per 
well Cappel Anti-rabbit IgG antibody in 0.1M Na 2 C0 3 pH 9.6. 
Bring final volume to 150 yl per well. Coat plates 
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overnight at 4°C. Plates can be kept up to two weeks when 
stored at 4 °C - 

2. Grow cells in Growth media ( DMEM, supplemental 
with 2 . OmM L-Glutamine, 10% FBS) in suitable culture 

5 dishes until confluent at 37°C, 5% C0 2 . 

3. Harvest cells by trypsinization and seed in 
Corning 25850 polystyrene 96-well roundbo.ttom cell plates, 
25.000 cells/well in 200pl of growth media. 

4. Grow cells at least one day at 37°C, 5% C0 2 . 
10 5. Wash cells with D-PBS IX. 

6. . Add 200yl/well of starvation media (DMEM, 2 . OmM 
1-Glutamine, 0.1% FBS). Incubate overnight at 37°C, 5% 
co 2 . 

7. Dilute Compounds/Extracts 1:20 in polypropylene 
15 96 well plates using starvation media. Dilute 

dimethylsulf oxide 1:20 for use in control wells. 

8. Remove starvation media from 96 well cell 
"culture plates and add 162 yl of fresh starvation media to 

each well. 

20 9. Add 18pl of 1:20 diluted Compound/Extract 

dilution (from step 7) to each well plus the 1:20 
dimethylsulf oxide dilution to the control wells ( + /- 
VEGF) , for a final dilution of 1:200 after cell stimula- 
tion. Final dimethylsulf oxide is 0.5 %. Incubate the 

25 plate at 37°C / 5% C0 2 for two hours. 

10. Remove unbound antibody from ELISA plates by 
inverting plate to remove liquid. Wash 3 times with TBSW 
+ 0.5% ethanolamine, pH 7.0. Pat the plate on a paper 
towel to remove excess liquid and bubbles. 

30 11. Block plates with TBSW + 0.5% Ethanolamine, pH 

7.0, 150 yl per well. Incubate plate thirty minutes while 
shaking on a microtiter plate shaker. 

12. Wash plate 3 times as described in step 10. 
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13. Add 0.5pg/well affinity purified anti-FLU-1 
polyclonal rabbit antiserum. Bring final volume to 
150pl/well with TBSW + 0.5% ethanolamine pH 7.0. Incubate 
plate for thirty minutes while shaking. 
5 14. Add 180 \il starvation medium to the cells and 

stimulate cells with 20pl/well lO.OmM sodium ortho vana- 
date and 500 ng/ml VEGF (resulting in a final concentra- 
tion of 1 . OmM sodium ortho vanadate and 50ng/ml VEGF per 
well) for eight minutes at 37°C, 5% C0 2 . Negative control 
10 wells receive only starvation medium. 

15. After eight minutes, media should be removed 
from the cells and washed one time with 200pl/well PBS. 

16. Lyse cells in 150pl/well HNTG while shaking at 
room temperature for five minutes. HNTG formulation 

15 includes sodium ortho vanadate, sodium pyro phosphate and 
EDTA. 

17. Wash ELISA plate three times as described in 
step 10. 

18. Transfer cell lysates from the cell plate to 
20 elisa plate and incubate while shaking for two hours. To 

transfer cell lysate pipette up and down while scrapping 
the wells. 

19. Wash plate three times as described in step 10. 

20. Incubate ELISA plate with 0.02pg/well UB40 in 
25 TBSW + 05% ethanolamine. Bring final volume to 

150pl/we.ll. Incubate while shaking for 30 minutes. 

21. Wash plate three times as described in step 10. 

22. Incubate ELISA plate with 1:10,000 diluted EIA 
grade goat anti-mouse IgG conjugated horseradish peroxi- 

30 dase in TBSW + 0.5% ethanolamine, pH 7.0. Bring final 
volume to 150jil/well. Incubate while shaking for thirty 
minutes. 

23. Wash plate as described in step 10. 
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24. Add 100 yil of ABTS/H 2 0 2 solution to well. 
Incubate ten minutes while shaking. 

25. Add 100 pi of 0.2 M HC1 for 0.1 M HC1 final to 
stop the color development reaction. Shake 1 minute at 

5 room temperature. Remove bubbles with slow stream of air 
and read the ELISA plate in an ELISA plate reader at 410 
nm . 

(ii) HER-2 ELISA 

HER-2 ELISA assays are described in International 
0 Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al. 

(iii) PDGF-R ELISA 

A PDGF-R ELISA is described in International Patent 
5 Publication No. WO 96/40116, published December 19, 1996 
by Tang et al . 

(iv) IGF-I ELISA 

The IGF-I ELISA protocol described in International 
0 Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al . may be used to measure phosphotyrosine 
level on IGF-I receptor, which indicates IGF-I receptor 
tyrosine kinase activity. 

5 (v) EGF Receptor ELISA 

^ EGF Receptor kinase activity (EGFR-NIH3T3 assay) in 

whole cells was measured as described in International 
Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al. 

0 

(vi) Cellular Insulin Receptor ELISA 

The protocol described in International Patent 
Publication No. WO 96/40116, published December 19, 1996 
by Tang et al . was used to determine whether the compounds 
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of the present invention possessed insulin receptor 
tyrosine kinase activity. 



10 



15 



20 



25 



30 



(vii) EGFR ELISA ASSAY 
Purpose 

To provide a consistent method for measuring the in 
vitro kinase activity of the EGFR in an Enzyme-linked 
immunosorbent assay (Elisa). 

Scope. The following protocol describes the proce- 
dures used to analyze protein tyrosine kinase activity on 
the EGFR in an Elisa. The procedure also describes the 
protocol for the initial screening of drugs for inhibition 
or activation of protein tyrosine kinase activity. 

Reagents and Supplies. 

1. Corning 96-well Elisa plates 
Corning Catalog #25805-96 

2. 05-101 monoclonal anti-EGFR antibody (commer- 
cially available from UB1) 

-80° C, 1 ml al quots 

3. PBS (Dulbecco's Phosphate-Buffered Saline) 
Gibco Catalog # 450-1300EB 
Formulation: 2.7 mM KCL 

1 . 1 mM KH2P0 4 

0.5 mM MgCl 2 (anhydrous) 

138 mM NaCl 

8.1 mM Na2HPO« 

4 . TBST Buffer 

Formulation: 50 mM Tris pH 7.2 

150 mM NaCl 
0.1% Triton X-100 

5, Blocking Buffer 

Formulation: 5% Carnation Instant Milk in PBS 

6. A4-1 cell lysate 
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A431 cells are available from a variety of 
commercial sources and may be used lysed using conven- 
tional methods known to those skilled in the art or as 
described for lysis of the 3T3 cells in the EGF cellular 
5 assay described herein, -80° C, 1 ml aliquots 

7. TBS Buffer 

Formulation: 50 mM Tris pH 7.2 

150 mM NaCl 

8. TBS + 10% DMSO 

10 Formulation: 10% DMSO in TBS Buffer 

(DMSO from Sigma, Catalog # D-2650) 

9. ATP/MnCl 2 phosphorylation mix 
Formulation: 0.03 mM ATP 

(Adenosine- 5 1 - triphosphate, Sigma Catalog 

15 #A-5394) 

50 mM MnCl 2 

Make fresh in autoclaved Milli-Q H20 immediately 

before use 

Keep on ice until use 
20 10- NUNC 96-well V bottom polypropylene plates 

Applied Scientific Catalog # AS-72092 

11. EDTA 

Formulation: 200 mM EDTA pH 8.0 

12. Rabbit polyclonal anti-phosphotyrosine serum or 
25 UB40 monoclonal antibody specific for phosphotyrosine or 

UBI's mab 4610, Upstate Biotechnology, Lake Placid, New 
York, Catalog # 05-321 

- 80° C, 1 ml aliquots 

Thaw 1 ml vial and aliquot in smaller volumes to 
30 store at - 80° C 

Antiserum is stable for weeks when thawed and 
stored at 4 C 

13. Goat anti-rabbit IgG peroxidase conjugate 
Biosource Catalog # ALI0404 



i 
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14. ABTS Solution 

Formulation: 100 mM Citric Acid (anhydrous) 

250 mM Na 2 HP04 pH 4.0 
0.5 mg/ml ABTS 

5 (2,2' -azino-bis ( 3-ethylben2thiazoline-6-sulf onic 

acid) 

(Sigma Catalog # A-1888) 

Keep solution in dark at 4 C until ready to use 

15. Hydrogen peroxide 30% solution 
J 10 Fisher Catalog # H325 

Store in the dark at 4 C until ready to use 

16. ABTS/H 2 0 2 

Formulation: 15 mis ABTS solution 

2 ul H 2 0 2 

15 Prepare 5 minutes before use and room tempera- 

ture 

17. 0.2 M HCL stock in H 2 0 
Procedure . 

1. Coat Corning 96-well elisa plates with 0.5 ug 
20 per well 05-101 antibody. 

Bring final volume to 100 ul per well with PBS. 
Coat plates overnight at 4° C. 

2. Remove unbound 05-101 from wells by inverting 
plate to remove liquid. 

25 Wash lx with distilled H20 by filling wells 

Pat the plate on a paper towel to remove excess 

liquid . 

3. Block plates with 5% milk in PBS. 
150 ul per well. 

30 Incubate plate^ 30 minutes while shaking on a 

microtiter plate shaker. 

4. Wash plate 3x with dionized water, then once 
with TBST 
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5. Add 1 ug A431 cell lysate per well (EGFR 
source ) . 

Add PBS to final volume of 100 ul per well 
Incubate 30 minutes while shaking. 
5 6. Wash as described in step 4. 

7. At this point, drugs or extracts are added to 
the wells . 

Dilute drugs/extracts 1:100 (unless specified 
otherwise) in TBS + 10% DMSO in 96-well polypropylene 
10 plates. 

Add 120 ul TBS to ELISA plate containing cap- 
tured EGFR. 

Add 13.5 ul diluted drugs/extracts to ELISA 

plate, 

15 To control wells (wells which do not receive any 

drug) add 135 ul TBS 
+1% DMSO. 

Incubate plate 30 minutes while shaking. 

8. Add 15 ul of 0.03 mM ATP + 50 mM MnCl 2 phosphory- 
20. lation mix directly to all wells except negative control 

well which does not receive ATP/MnCl 2 (see diagram) . 

(150 ul final volume in well with 3 uM ATP/5 mM 
MnC12 final concentration in well.) 

Incubate 5 minutes while shaking vigorously. 
25 *NOTE: It is critical that ATP/MnC12 

phosphorylates the receptor for 5 minutes only. 
It is best to add the ATP/MnCl 2 with an 12 channel pipettor 
1 row at a time leaving 20 seconds between each row so 
that the reaction may be stopped with EDTA exactly 5 
30 minutes later (this depends on the number of plates being 
phosphorylated in one batch) - Shake between each addi- 
tion . 

9. After 5 minutes, to stop reaction, add 16.5 ul 
of 200 mM EDTA pH 8.0 for 20 mM final in well, shaking 
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continuously between each addition. This is done using 
the same timing method as above. After last row has 
received EDTA, shake plate an additional minute. 

10. Wash 4x with deionized water, twice with TBST . 
5 11- Add rabbit polyclonal anti-phosphot yrosine 

serum . 

Dilute 1:3000 in TBST. 
Add 100 ul per well. 

Incubate 30-45 minutes while shaking. 
10, 12 . Wash as described above in step 4 . 

13. Add BioSource anti-rabbit peroxidase conjugate 
antibody . 

Dilute 1:2000 in TBST. 
Add 100 ul per well. 
15 Incubate 30 minutes while shaking. 

14. Wash as described in step 4. 

15. Add 100 ul of ABTS/H 2 0 2 solution to well. 
Incubate 5 to 10 minutes while shaking. 
Remove bubbles 

20 16. If necessary stop reaction with the addition of 

lOOul of 0.2M HC1 per well 

17. Read assay on Dynatech MR7000 elisa reader. 
Test Filter: 410 nM 
Reference Filter: 630 nM 

25 

<b) Cell Growth Assays 

The cell growth assays described in International 
Patent Publication No. WO 96/40116, published December 19, 
1996 by Tang et al. may be conducted to measure the effect 
3 0 of the claimed compounds upon cell growth as a result of 
the compound's interaction with one or more RTKs . 



(vi) 



Assay Measuring Phosphorylating Function of EaX 
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The following assay reports the amount of RAF-cata- 
lyzed phosphorylation of its target protein MEK as well as 
MEK' s target MAPK. The RAF gene sequence is described in 
Bonner et al., 1985, Molec. Cell. Biol. 5: 1400-1407, and 
5 is readily accessible in multiple gene sequence data 
banks. Construction of the nucleic acid vector and cell 
lines utilized for this portion of the invention are fully 
described in Morrison et al., 1988, Proe. Natl. Acad. Sci. 
USA 85: 8855-8859. 

10 

Material? and Reagent? 

1. Sf9 {Spodoptera fruglperda) ceils; GIBCO-BRL, 
Gaithersburg, MD. 

2. RIPA buffer: 20 mM Tris/HCl pH 7.4, 137 mM NaCl, 
15 10 % glycerol, 1 mM PMSF, 5 mg/L Aprotenin, 0.5 % Triton 

X-100; 

3. Thioredoxin-MEK fusion protein (T-MEK) .: T-MEK 
expression and purification by affinity chromatography 
were performed according to the manufacturer's procedures. 

20 Catalog! K 350-01 and R 350-40, Invitrogen Corp , San 
Diego, CA 

4. His-MAPK (ERK 2); His-tagged MAPK was expressed 
in XL1 Blue cells transformed with pUC18 vector encoding 
His-MAPK. His-MAPK was purified by Ni-affinity chromatog- 

25 raphy. Cat# 27-4949-01, Pharmacia, Alameda, CA 

5. Sheep anti mouse IgG: Jackson laboratories, West 
Grove, PA Catalog, # 515-006-008, Lot#. 28563 

6. RAF-1 protein kinase specific antibody: URP2653 
from UBI . 

30 7. Coating buffer: PBS; phosphate buffered saline, 

GIBCO-BRL, Gaithersburg, MD 

8. Wash buffer: TBST - 50 mM Tris/HCL pH 7.2, 150 
mM NaCl, 0-1 % Triton X-100 

9. Block buffer: TBST, 0.1 % ethanolamine pH 7.4, 
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10. DMSO, Sigma, St. Louis, MO 

11. Kinase buffer (KB): 20 mM Hepes/HCl pH 7.2, 150 
iriM NaCl, 0.1 % Triton X-100, 1 mM PMSF, 5 mg/L Aprotenin, 
75 pM sodium ortho vanadate, 0.5 mM DTT and 10 mM WgCl 2 . 

5 12. ATP mix: 100 mM MgCl 2 , 300 pM ATP, 10 pCi y- 33 P 

ATP (Dupont-NEN) /mL . 

13. Stop solution: 1 % phosphoric acid; Fisher, 
Pittsburgh, PA. 

14. Wallac Cellulose Phosphate Filter mats; Wallac, 
.0 Turku, Finland. 

15. Filter wash solution: 1 % phosphoric acid. 
Fisher, Pittsburgh, PA. 

16. Tomtec plate harvester, Wallac, Turku, Finland. 

17. Wallac beta plate reader # 1205, Wallac, Turku, 
5 Finland. 

18. NUNC 96-well V bottom polypropylene plates for 
compounds Applied Scientific Catalog # AS-72092. 

Procedure 

0 All of the following steps are conducted at room 

temperature unless specifically indicated. 

1. ELISA plate coating: ELISA wells are coated with 
100 pL of Sheep anti mouse affinity purified antiserum 
(Ipg/lOOpL coating buffer) over night at 4 °C. ELISA plates 

5 can be used for two weeks when stored at 4 °C. 

2. Invert the plate and remove liquid. Add 100 pL 
of blocking solution and incubate for 30 min . 

3. Remove blocking solution and wash four times 
with wash buffer. Pat the plate on a paper towel to 

0 remove excess liquid. 

4. Add 1 pg of purified Sumo 22 to each well and 
incubate for 1 hour. Wash as described in step 3, 

5. Thaw iysates from RA5/RAF infected Sf9 cells and 
dilute with TBST to 10 pg/100 pL. Add 10 pg of diluted 
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lysate to the wells and incubate for 1 hour. Shake the 
plate during incubation. Negative controls receive no 
lysate. Lysates from RAS /RAF infected Sf9 insect cells 
are prepared after cells are infected with recombinant 
5 baculoviruses at a MOI of 5 for each virus, and harvested 
4 8 hours later. The cells are washed once with PBS and 
lysed in RIPA buffer. Insoluble material is removed by 
centrif ugation (5 min at 10 000 x g) . Aliquots of lysates 
are frozen in dry ice/ethanol and stored at - 80 °C until 
10 use. 

6. Remove non-bound material and wash as outlined 
above (step 3) . 

7. Add 2 pg of T-MEK and 2 pg of His-MAPK per well 
and adjust the volume to 40 pL with kinase buffer. 

15 8. Predilute compounds (stock solution 10 mg/mL 

DMSO) or extracts 20 fold in TBST plus 1% DMSO. Add 5 pL 
of the prediluted compounds/extracts to the wells de- 
- scribed in step 6. Incubate for 20 min. Controls receive 
no drug. 

20 9. Start the kinase reaction by addition of 5 pL 

ATP mix; Shake the plates on an ELISA plate shaker during 
incubation . 

10. Stop the kinase reaction after 60 min by addi- 
tion of 30 pL stop solution to each well. 

25 11. Place the phosphocellulose mat and the ELISA 

plate in the Tomtec plate harvestor. Harvest and wash the 
filter with the filter wash solution according to the 
manufacturers recommendation. Dry the filter mats. Seal 
the filter mats and place them in the holder. Insert the 

30 holder into radioactive detection apparatus and quantitate 
the radioactive phosphorous on the filter mats. 

Alternatively, 40 pL aliquots from individual wells 
of the assay plate can be transferred to the corresponding 
positions on the phosphocellulose filter mat. After air- 
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drying the filters, . put the filters in a tray. Gently 
rock the tray, changing the wash solution at 15 min 
intervals for 1 hour. Air-dry the filter mats. Seal the 
filter mats and place them in a holder suitable for 
5 measuring the radioactive phosphorous in the samples. 
Insert the holder into a detection device and quantitate 
the radioactive phosphorous on the filter mats. 

(c) Toxicity and Animal Models 

10 Measurement Of Cell Toxicity and In Vivo Animal 

Models are described in International Patent Publication 
No. WO 96/40116, published December 19, 1996 by Tang et 
al. 

(d) MET Biochemical Kinase Assay 

15 A met biochemical kinase assay may be performed for 

met generally as described above for other kinases by 
substituting that or the other kinases. In particular, 
ELISA plates are coated with goat anti-rabbit Fc antibod- 
ies, which are used to capture commercially available 

20 (from Santa Cruz Biotechnology) rabbit polyclonal antibod- 
ies to the cytoplasmic domain of human MET. Lysates :are 
made from 293T cells that have been transiently 
transfected with a chimeric receptor composed of the 
extracellular domain of the EGFr and the transmembrane and 

25 cytoplasmic domain of the MET receptor, or from NCI-H441 
cells (a human lung adenocarcinoma cell line) which 
express high endogenous levels of MET . The chimeric 
receptors, or MET, from these lysates are captured on the 
antibody coated plates. After washing away extraneous 

30 proteins, test compounds are added and an in vitro kinase 
assay is performed by addition of an appropriate kinase 
buffer (containing ATP, divalent metal ions, etc.). 
Incorporation of phosphate into the captured receptors is 
detected with an anti-phosphotyrosine antibody conjugate 
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with horse radish peroxidase using TMB as a substrate for 
colorimetric detection . 

The present invention is not to be limited in scope 
by the exemplified embodiments which are intended as 
5 illustrations of single aspects of the invention. Indeed, 
various modifications of the invention in addition to 
those described herein will become apparent to those 
skilled in the art from the foregoing description and 
accompanying drawings. Such modifications are intended to 
0 fall within the scope of the appended claims. 

All references cited herein are hereby incorporated 
by reference in their entirety. 

Other embodiments are within the following claims. 



WO 98/07695 



81 

Table 1, Sheet 1 of 3 



PCT7US97/14736 








Paga 1 



WO 98/07695 



82/1 

Table 1/ Sheet 2 of 3 



PCT7US97/14736 




Page 2 



WO 98/07695 



82/2 

Table 1/ Sheet 3 of 3 



PCT/US97/14736 




Page 3 



WO 98/07695 



83 



PCT/US97/14736 



TABLE 2 



FLK 
Kinase 
fC50 


STRUCTURES 


0.7 


N O * 


7.7 




2.5 


N O 


1 4 




1 3 





WO 98/07695 



PCT/US97/U736 



84 

TA8LE 3, SHEET 1 OF 3 



NUMBER 


ID 


STRUCTURE 


1 


I 

I ind/ald-001 

I 




2 


I ind/ald-002 

1 


jocT 


3 


1 

j ind/ald-003 




4 


1' 

| ind/ald-004 




5 


! ind/ald-005 

i 




6 


1 

1 

ind/ald-006 




7 


i 

: ind/aid-007 




8 


ind/aid-008 




9 


ind/aid-009 


-$ 


10. 


ind/ald-010 


CN. 


" i 


ind/ald-011 , 

1 


6h 



WO 98/07695 



PCT/US97/147J6 



85 

TABLE 3, SHEET 2 OF 3 



1 2 


| ind/ald-01 2 

j 


! ^ 


1 3 


i 

ind/ald-01 3 


i £xf° 


1 4 


I 

ind/ald-01 4 




1 5 


ind/ald-01 5 




1 6 


ind/ald-01 6 


-°xxf 


1 7 


ind/ald-01 7 




1 8 


' ind/ald-018 ! 




1 9 


ind/ald-01 9 


$€ 


20 


• ind/ald-020 1 




21 


ind/ald-021 

i * j 




22 


' ind/ald-022 ! 

i ! 

; i 


CM* 


23 


i 

j ind/ald-023 1 


CHt 



WO 98/07695 PCT/US97/14736 

86 

TABLE 3, SHEET 3 OF 3 



24 ind/ald-024 


HtC^ 


2 5 ind/ald-025 ■ 



WO 98/07695 



87 



TA3LE 4, SHtFx x OF 3 



PCT/US97/14736 



NUMBER 



CORP CD 



STRUCTURE 



oxiodoIe-GOf 



Br 



onndoie-002 




N 



ouadoie-003 




CM 



oxiadalt-004 




oxindote-005 



o 



o 

J*. 



oxmdole-006 




oxiodoie-007 




II /■=<> 



oxiodole-008 




oxtadole-009 




1 0 



oxmdole-010 




1 1 



oxiodoie-OM 



'"CO- 



WO 98/07695 



PCT/US97/I4736 




WO 98/07695 



PCT7US97/M736 




WO 98/07695 PCT/US97/14736 

90 

TABLE 5 













^ // 


















=0 




C 17 H 15 8r N 2 0 










343.2230 



SiructL/e 


















_ ) 






( 


"^Sn \ 






Cl7 H !6 N 20 








M.W. 


264.3260 



Structure 














C 18 H 18 N 2 0 




MVV - 278.3530 



WO 98/07695 



91 



PCTYUS97/14736 



TABLE 6 



FLK 
Kinase 
IC50 
(JIM) 


STRUCTURES 


1.2 












T.4 





WO 98/07695 



92 



PCT/US97/14736 




Structure 




0129 






Activity 


1C50 = 19.6pm 



Br. 



1C50 = 0,8pm 



FLK Kinase 
PDGF Kinase 



WO 98/07695 



93 



PCT/US97/14736 



TABLE 8 





6U4 













EC 20O = 2.8>:m 







SC9nn>100um 



SUf 




WO 98/07695 



94 



PCT7US97/14736 



TABLE 9 (SHEET 1 OF 5) 

3-{(pyrrol-2-yl)methylidenyl]-5-sulfonyI-2-indolinone 
5 3-[(2,4^imethylpyrrol-5-yl)methylidenyl]-5-suifonyl-2-indolinone 

3-{(2.4^imethy!-3-€thoxycarbony(pyrrol-5-yt)methylidenyl]-5-suifonyl-2-\ndolinone 
3-[(2-methylthien-5-yl)rnethylidenyl]-5-sulfonyl-2-indolinohe 
3-[(3-methyithien-2-yl)methy(idenyl]-5-sulfony!-2-indoiinbne 
3-{(4,5,S,7-tetrahydroindol-3-yl)methylidenyl]- 5-sulfonyl-2«indoIinone 

10 

3-{(pyrrol-2-yl)meihyiidenylV5-aminosuifonyl-2-indo(inone 
3-{(2,4^imethylpyrrol-5-yl)methylidenytl-5-an^ 
3-[(2.4^imethyl0^thoxycarbonylpyrrol-5-yl)^ 
3-{(2-methyllTiien-5-yl)methylidenyl]-5-aminosulfonyl-2-indolinone 
15 3-((3-methylthien-2-yl)methylidenyi]-5-aminosulfonyI-2-rndo!inone 

3-{(4,5.6J-tetrahydroindoi-3-yi)methylidenyll-5-aminosuIfonyl-2-indolinone 

3-[(pyrroi-2-yl)methylidenyl]-5-methoxycarbonyl-2-indolinone 
3-[(2,4^imethylpyrrol-5-yl)methylidenyl]-5-metr»oxycarbonyl-2-indolinone 

2 0 3-[(2,4^imethyioVthoxycarbonylpyrrol-5-yO^ 

3-{(2-methylthien-5-yl)methyiidenyl]-5-methoxycart>onyI-2-indolinono 
3-{{3-friethyl^ien-2-y0methyiidenyl]-5-methoxycafbonyl-2-indoIirione 
3-((4,5 ( 6J-tetrahydroindo!-3-y!)methylidenyl]-5-methoxycafbonyi-2-indolinone 

25 3-{(pyrTOl-2-yl)melhylidenyl]-5-diethanolamino-2-indofinone 

3-{(2.4Hjimethylpyrrol-5-yl)methylidenyl]-S^iethanolamino-2-indolinone 
3-[(2,4^imethyk3^thoxycartX3nyIpyrrol-5^ 
3-{(2-methyithien-5-yl)methylidenyl]-5-dielhanolarnino-2-indolinone 
3-[(3-mel^yllhien-2-yl)methylidenyl]-5-diethanoIamino-2-indolinono 

3 0 3-[(4,5,6J-tetrahydroindol-3-yl)methylidenyl]-S^ielhanolamino-2-indolinone 



34(pyrroI-2-yi)melhyItdenyll-5-{2 f 3-dthydroxypropyIarnino)-2-indolinone 
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5 3-{(2,4^imethylpyrrol-5-yl)methy^^ 

3-[(2,4^imethyi-3-etfioxycarbonylpy^^ 

indolinone 
3-((2-methyltnien-5-yl)rnetfiylidenyl]-5-(2^ 
3-((3-methyimien-2-yl)methyiideny1]-5-{2,3^ihyd^ 
10 3-{(4 ( 5,6J-tetrahydroindol-3-yl)methyto^ 

3-[(pyrrol-2-yl)mettiylidenyi]-5-ureido-2-indolinone 
3-[(2.4-dimethylpyrrol-5-yl)methylidenyl]-5-ureido-2 -indolinone 
3-{{2 i 4^imethyl-3^thoxycafbonylpyrrol-5-yl)rnethylidenyl]-5-ureido-2-indolinone 
15 3-{(2-methylthien-5-yl)methylidenyi]-5-ureido-2-indolinone 
3-[(3-methylthien-2-yl)methyiidenyl]-5-ureido-2*indolinone 
S-^A.S.SJ-tetrahydroindol-S-yOmethyiidenylJ-S-ureido^-indolinone 

20 3-[(pyiTOI-2-yl)metny!idenyl]-5-guanidino-2-indolinone 

3-[(2,4-dimethylpyrroi-5-yl)met]iylidenyi]-5-guanidino-2-indolinone 
3-{(2.4^imethy(-3^thoxycarbonylpyrroI-5-yl)methylidenyi]-5^uanidino-2-m 
3-[(2-methyilhien-5-yl)methylidenyl]-5-guanidino-2-indotinone 
3-{(3-methyithien-2-yl)methylidenyl]-5-guanidino-2-indolinone 

2 5 3-{(4, 5 t 6,7-tetrahydroindol-3-yi)methylideny ll-5-guantdino-2-indolinone 

3-{(pyrrol-2-yl)methy!idenyl]-5-glyceroylamido-2-indolinone 

3-[(2,4-dimethyipyrrol-5-yl)methylidenyl]-5-glycefoytamido-2-indolinone 

3-[(2,4-dimethyl-3^thoxycafbonyfpyrrol-5-yl)m 

3 0 3-((2-methylthien-5-yl)melhyUdenyl]-5-glyceroylamido-2-indolinone 

3-[(3-methyllhien-2-yl)methylidenyl]-5-glyceroylamido-2-indolinone 
3-{(4.5.6j4etrahydroindol-3-yl)methylidenyl]-5-glyceroylamido-2-indolinone 
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TABLE 9 (SHEET 3 OF 5 ) 

5 3-[(pyrrot-2-yl)methyiidenyl]-5-{(3-piperidinyi)propanoylaminoJ-2-indolinon 
3-[(2.4<iimethylpyrrol-5-yl)methyhdenyt]-5^^ 
3-{(2,4^imethyl0^thoxycarbonylpyro 
indolinone 

3-[(2-methylthien-5-yl)methylidenyl]-5-U3-pipefidinyl)propanoyiaminol-2-tndoH 
10 3-[(3-methylthien-2-yi)n%thyfide^ 

3-{(4,5,6J-tetfahydroindolO-yl}methy2id^^^ 

3-[(py(70l-2-yi)methyiidenyl]-5-mesylamino-2Mndolinone 
3-{(2 t 4^imethylpyn , oU5-yl)methyiidenyll-5-mesy!amin<>2-indolinone 
15 3-{(2,4^imethyl-3^thoxycarbonylpyTO 

3-{(2-methylthien-5-yl)methylidenyi]-5-mesylamino-2-indolinone 
3-{(3-methylthien-2-yi)metnyiidenyl]-5-mesy!amino-2-indolinone 
3-1(4.5,6, 7-tetrahydroindoi-3-yl)methylidenyl]-5-mesylamino-2-indoiinone 

2 0 3-[(pyrTol-2-yl)methylidenyi]-5-glycoloyloxy-2-indolinone 

3-{(2 l 4Kjimethylpyn , ol-5-yl)methylidenyl]-5-glycoloyloxy-2-indolinone 
3-((2,4^imethyl-3^thoxyc^rt>onylpyrrol-5-yl)meUiylidenyl]-5^tycoioyloxy-2-i 
3-[(2-rnethylthien-5-yl)methylidenyl]-5-glycoIoylO)cy-2-indoiinone 
3-((3-ntethylthien-2^l)rnethytkienyl]-5^ 

2 5 3-{(4,5.6 J-tetrahydroindot-3-yl)melhylidenyl]-5-g!ycoIoyloxy-2-indoiinone 

3-{(pyrrol-2-yl)methy!idenyi]-5*(2 1 3-dihydroxypropoxy)-2-indolinone 
3-{(2,4^imethylpyrra!-5-yl)rra^ 

3-I(2 l 4^imemylO-elhoxycartHDny!pyrrol-5-yl)methyIidenyl}-5^2 
30 e 

3-{(2-methyithien-5-yl)memylidenyl]-^ 
3^(3-methyithien-2-yl)methytidenyl]-5^ 
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TABLE 9 (SHEET 4 OP 5 ) 
3-[(4 t 5.67-tetrahydroindolO-yt)m 

3-[(pyn"o'-2-y()methy[idenyl]-5-aminomethyl-2-indolinone 

3-[(2 t 4^imethylpyrrol-5-yl)methylidenyll-5-aminometliyl-2-indolinono 

3-t(2 t 4^imethyl-3^moxycafbonylpyrTOI-5-yl)methyiidenyl]-5-aminomelhy!-2-i 

3-((2-methylthien-5-yl)methylidenyl]-5-aminofTie^ylr2-indolinone 

3-{(3-rnethyllhien-2-yl)methylidenyl]-5-aminomethyl-2-indolinone 

3-{(4,5,6J-tetrahydroindol-3-yi)methy!idenyl]-5-aminomethyl-2Mndolinone 

3-{(pyrrol-2-yi)methylidenyl]-5-amidino-2-indolinone 

3-[(2,4^imethyipyrroI-5-y!)methyUdenyi]-5-amidina-24ndoKnone 

3-{(2,4KJimethyl-3^thoxycartoonylpyrro(-5^^ 

3-{(2-methylthien-5-yt)methylidenyl]-5-amidino-2-indolinone 

3-{(3-methyithien-2-yl)methylidenyl]-5-amidino-2-indolinone 

3-[(4 ( 5,6J-tetrahydroindol-3-y()methylidenylJ-5-arnidino-2-indolinone 

3-[(pyrrol-2-yl)methylidenyl]-5-hydroxymethyl-2-indoiinone 
3-[(2 1 4-dimethylpyrrol-5-yl)methylidenyl] 5-hydroxymethyl-2-indoiinone 
3-[(2,4-dimethyl-3-€thoxycarbonylpyrrol-5-yl)methylidenyi- 5-hydroxymethyi-2-indolinone 
3-{(2-methylthien-5-yl)melhylidenylJ-5-hydroxymethyW*indolinone 
3-[(3-methyjmien-2-yt)memylidenyn-5-liydfoxymethyl-2-indolinone 
3-[(4,5,6J4etrahydrotndo!-3-yl)methylidenyl]-5-hydroxymethyl-2-indolinone 

3-({pyiTOl-2-yl)melhylidenyl]-5-phosphonooxy-2-indolinone 

3-((2 ( 4^imethy!pyrro!-5-yl)methylidenyl]-5-phosphonooxy-2-indolinone 

3-{(2,4^imemyl-3^thoxycarbonylpyrrol-5-yl)methylidenyq-5-phosphon 

3-[(2-methyllhien-5-yl)methylidenylJ-5-phosphonooxy-2-indolinone 

3-[{3-methyllhien-2-y0methylidenyll.5-phosphonooxy-2-indolinone 

3-{(4.5A7-tetrahydroindol-3-yl)methylidenyl^ 
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TABLE 9 (SHEET 5 OP 5> 



5 3-[(pyrro!-2-yl)methyiidenyl]-5-ethoxycarbonyl-2-indolinone 
3-[(2,4Hjimethylpyaol-5-y0methyiite^ 
3-{(2,4^imemyW^thoxycarbonylpyrroI-5^ 
3-[(2-mefriylthien-5-yl)methylidenyl]-^^ 

3-[(3-methy!thien-2-yl)methylidenyl]-5^thoxycarbony|.2-indolinone 
10 3-[(4.5,6J-tetrahydroindolO-y!)m^ 

3-[(pyaol-2-yl)methylidenyl]-5-berLzyloxycartionyW-4ndoIinone 

3-{(2,4^imethyipyrrol-5-yl)methylidenyl^5-be^^ 

3-[(2.4KJimethyl-3^thoxycarbonylpyrro^^ 

15 3-{(2-methylthien-5-yI)methylidenyl]-5-ben2yloxycarbonyl-2-indoiinone 5-benzy!oxycarbonyi-2- 
indolinone 

3-{(3-methylthien-2-yl)methylidenyi]-5-ben2y(oxycarbonyi-2-indolinone 
3-[(4 ( 5 l 67-tetrahydroindoI-3-yl)methylidenyl]-5-b6n2yloxycarbony[-2-indol^ 

2 0 3-[(pyrrol-2-yl)methylidenyl]-5-phenylaminocarbonyl-2-indoiinone 

3-{(2 f 4<Jimethylpyn"0l-5-yl)methy!idenyl]-5-phenylaminocarbonyi-2-indolinone 
3-{(2,4^imethyl-3^thoxycarbonylpyrrol-5-yl)methyIidenyQ-5-phenylaminocarbon 
3-[(2-methylthien-5-yl)methylidenyl]-5-pheny!aminocarbonyl-2-indolinone 
3-[(3-methylthien-2-yl)methylidenyt^ 

2 5 3-{(4,5 l 67-tetrahydroindo!-3-yl)methyiidenyl]-5-pheny!aminocarbonyl-2-*ndoiinone 

3-[(pyrTOl-2-yi)meUiylidenyl]-5-ben2ylaminocart)onyl-2-indolinone 

3-[(2,4^imethylpyrrol-5-yl)methylidenyl]^ 

3-[(2.4^imethyi-3^thoxycarbonylpyrol-5-yl)me 

3 0 3-[(2-methyithien-5-yl)methylidenyl]-5-benzy^ 

3-{(3-methyIlhien-2-yI)methylidenyl]-5-beruylaminocarbonyl-2Hndolinon^ 
3^(4,5,67-tetrahydroindol-3-yl)methylidenyl]-^^ 
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TABLE 10 SHEET 1 OP 5 



FLK 
Kinase 
IC50 


STRUCTURES 


METHOD 


1.6 


H 


A 


2.6 




A 


1.9 




B 


4.7 




B 


5.6 


o 


B 


10.8 




B 


12.5' 




A 
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TABLE 10 SHEET 2 OF 5 



0.97 

1 




B 


! 1.5 

( 




B 


1-1 

i 




B 


3.5 




A 


7.3 




A 


5.6 




B 


8.1 




A 


17.3 




A 

1 
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TABLE 10 SHEET 3 OP 5 



n q 




B 


5.2 




B 


18.5 




B 


8.8 


Br ° 


B 


4 


H 


B 


8 




B 


11.5 




B 


13.7 




B 
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TABLE 10 SHEET 4 OP 5 



f 0.4 


/ 


B 


10.7 




B 


16.4 




B 


19.9 




B 


9.7 


^^^^^^^^^ 


B 


20.3 


H 


B 


4.6 


1 H 


B 


5.6 


H 

III L 


B 
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TABLE 10 SHEET 5 OP S 



9.9 


H 


A 


12.3 




B 


18.4 


N O 


B 


5.8 




B 


6.2 




A 


17.1 




B 
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Table 11 



-aminooxinccie 



oxindde-001 



5 -bromoox indole 



orindcfe-002 



5-Oioroonndoie 



oxindoJe-003 



^.o-dimeti'iytoxindcie 



oxinGc(e-004 



5 . 5-dmedtoxy cxJndcie 



oxindofe-OGS 



axtndde 



cxrndoie-006 



4-methyioxandote 



cxindcfe-007 



57-dibromoorindcUe 



oxincrole-008 



7 -tromoc-ch (crocx in d o ie 



oxindc(e-G09 



5-.iucrcoxindole 



oxindoi^-010 



5-rtitnx»andole 



oxxndole-01 1 



S-iodoorndote 



axxndole-012 



5-chloro-7^nethyia3dndole 



oxindole-013 



5-methyioxindote 



oxjndde-014 



5-fcramo-4-metfi yioxindole 



oxindole-015 



7-fluorcoxindote 



oxlndole-016 



7-chionxsdndole 



oxjndoie-017 



4-fluorooxindo(e 



cxi.TdcJe-OIS 
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Table 11 (continued) 



6-fluonooxindcie 



oxindoie-019 



4-chlorooxindcle 



cxindcle-02Q 



5-cfi i orcoxx n dofe 



oxindoie-021 



5-bromo-7*methyicxjndofe 



oxindcle-022 



7-chioro-S-cyanooxindoIe 



3xinoo<e-G23 



4-bfcmooxindoie 



ox:ndole-024 



7 -me thoxy oxindote 



oxindole-025 



4-<nethyi^5-c3rt3oxyQxtndole 



oxincote-026 



4-m etlry I- 5 -csrbcxy me th y io xin d c 
ie 



oxindcle-027 



4-methyl-5-cartDoxyemytoxindole 



oxincoie-028 



4-methy f-o-(3-caft3Cxy-n-propy I } 
oxindole 



oxindoie-029 



4-methy 5 4i yd roxy m€ thy to xind o 
e 



oxtndoie-030 



4-metnyUS-methoxymcthytoxind 
ale 



oxindo(e-031 



4-cnethy US-(2-hydraxy ethy IJoxin 
dote 



oxindole-032 



4-methyi-5-{2-<nethoxyethyl)oxin 
dote 



oxindole-033 



4-memyl-5-(3-hydroxy-n-propyl) 
oxindote 



oxindoie-034 



4-methyl-5-<3-methoxy-n-propyl) 
oxindole 



oxindole-035 



5-aminosulfonyloxindole 



oxindole-036 



WO 98/07695 



106 



PCT/US97/ 14736 



Table 11 (continued 



5-<n e thy la mi inosu if o ny toxindole 



oxindoie-027 



3-{4-tnfluorornethy(aniiiaosulfony 
^)cxindoie 



oxindcie-038 



5-<morpr»clin»l -yUsulfonyi)axmd 
o(e 



cxjndcle-039 



6-tnfiuoromethyioxindo/e 



oxindoie-040 



5-(2-chiQroethy0oxindQie 



cxindofe-OM 



S-carooxymethyioxindoie 



oxindoie-C42 



6-ca rtjoxy melhy ioxindo le 



oxindole-043 



4-meUioxycarbonytoxindo(c 



oxindofe-044 



5-me th o ryca rtc n y io x:nd c ie 



cxindole-045 



6-methoxycart3crrytoxindoie 



oxirtdoie-046 



4-cartooxyoxindole 



axandole-047 



5-carboxyoxindcie 



oxindole-043 



6-carboxyoxindo<e 



5-carboxyethytoxindole 



5-hydroxyethyicxindoie 



oxindcie-049 



oxindofe-050 



oxindc£e-051 



4-methyi-5-amtnooxindole 



oxtndole-052 



4-methyt-5-nttrooxindo(e 



oxlndote-053 



4-mcthyl-5-40dooxindoJ 



oxindole-054 
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Table 11 (conciaued) 



oxindole-055 



SSSD/224S2. vOl 
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t 

i Z-etfioxytenzaider.yce 

i 



CKO-GQ1 



4-fluorofcenzaJdenyde 



CHC-C04 



4- brom obenza tdehy d e 



CHC-007 



ij-oneinyi-2-truocrenecafxxDKajce 
hyae 



CHO-010 



o-ofcmo-^-nyaroxy-3-memoxyt3 
enzaJdenyde 



CHO-013 



cir»yi-5-^}fmyi-2-mecnyi-j-(uraac 
artoxytate 



CHO-016 



^.A-uinyaroxy-j-metnyioenzaide 
hyde 



CHO-019 



5-Nltro-2-furaJdehyde 



CHO-022 



Tails 12 



2-tMiconenecsroox3JCeTydc 



CHO-C02 



'nacaeO-cartwxstdenyde 



CHO-005 



pyrro*e-2-caftocxa/defryde 



CHO-008 



!i.^-Uiboamo;-mOTTyi-2-pyrraec 
arbaxaiderryde 



CHO011 



1 -Hydfoxy-2-naprtha(denyde 



CHO-OU 



4^oanyi.i-meff:oycafDooyfnetR 
yl-5-me- 1 H-pymjie-2-carto03cy«c 
aod metfryt ester 

CHO-017 



Mecnyt5-rarmyi«4^neiny->-pyrroi 
epropionate 



CHO-020 



^fctnoxy-^-metfioxyoenzaideny 
de 



CHO023 



' ernyt oyrro - 2 -caaxrxai a eny 
de 



CHO-003 



SwnetiTyithiophene* 2<a/ooxaide 
hyde 



i-Hyoroxy-drfnetnoxvccnzamen 
yde 



CMO-009 



tnyt-^4-UimcuTy\->4ormy^J^y 
rrcfecaroo xyttce 



CHO-012 



fcory^i^eir.oxycaf oonyi )-*-<etnox 
ycartorrylmetfTyi>S-tamiv1-5s5yTr 
cioprcLrfonatg 

CHO-015 





2-Hydroxy-3*ratrcfcenzaideftyde 



CHO-018 



2-fUfaidefryde 



CHO-02t 



3.4-OihydroxytoeiuaJdehyde 



CHO-024 
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Table 12 (continued) 



2. 4-0<me:Mcxyoen^idanyca 



CHO-02S 



4-Hycroxycenzaiderryce 



CHO-023 



2^nion>4-flucrobenralCenyde 



CHO031 



. 2.4,5-Trifluorceenzaidetryde 



CHQ-Q34 



3. 3^*memvi-J-eoT>v-i-cvrioicar 
Oora/defrytie 



CHC-J028 



-4-(Dirne!riyiaiT»no /-oereaiaenyd 



CHCW29 



3^Nltrct>enzaJdefiyde 



CHCM332 



yde 



CWO-035 



CHO-Q27 



^,*-umetnyi.>cam€{r.oxypyn'or 
e-S-carDcxaJdehyde 



0(0-030 



^-riuocc-iHinrtuorDmemyrjaenz 
aiceftytfe 



CXC-033 



3 , 4-Ctme<rox-/t«ftzaicJ€ fry de 



CHO03S 



Seilc/iaidetryoe 



CHO-037 



6^MethytUiio;thtcpnene-i-c3roo 
raidehyde 



CHO-039 



Senzaldettyde 



CHO-CM 



J i.4-^nyoroxy-o-<Ti8tnyiden2aice 
ftyde 



CHO-040 



3.5-dletfiyipym3le-2-cartoxaideh 
yde 



OfO-039 



Weiny\<-ronnyM-aieuiyw3-oyrr 
oieproponata 



CHO-041- 



J-cinoxy-i-^yaroxyoenzaioenya 
e 



CHO-042 



^-Hyomxy-^medioxyoenzaioen 
yde 



CKO-043 



2-fmidazoiecarbaxaldeftyde 



CHO-044 



1 -Methyl-2-formyltoenziniidazoie 



CHCMW5 



Woro- \ -meihy lpyrazoie->-C3f 
boxatdehyde 

CHO-046 



2. 3-dirnetnyl-5-fannylthwphcnc 



CHO-047 



WO 98/07695 



110 



PCT/US97/14736 



TcLble 12 (ccncir.ued) 



i-rcnnyj-4.3.D.7-ie:ranyarc*naci 
e 



CHO-046 



o-ChiorcintCDnene-^-ca/ootaice 
hyde 



CHC-051 



Jw-curyi- =-cramo-Unycrcjryoen 
zaldenyde 



CHC^)54 



2.4.5-TnftydroxyOenzaidetiyde 



CHO-057 



2 . | fl u c ro ben23i d e hyd e 



CHO-060 



^-benoxy-o^nethoxycefuaideny 
de 



CHO-063 



j-C^icrcmeoiyi->^MtK3saucy(5ia 
enyae 



CHO-049 



3.5-aimetfryv 5- formy (pyrrcle 



CHO-0S2 



Iderryde frermbydrate 



CHC-3S5 



2-/orrnyl-5-<utrcirtoc3nenc 



CHO-058 



3,o-0(meinyt-4-nyaroxyoenzatae 
hyde 



CHO06t 



^-Nilroihopnene-4-cafooxaiaen 
yds 



CHO-064 



> -\i.o-Uic-iicrccnenyi)py(TO6-T 
carDoxside^yde 



CHOOSO 



- {-a utyi-*-ny onaxyo enzaiaeny a 



CHOCM 



^K-ducyH-awTycroxy-o-nnrccdnS" 
laeftyde 



CHO-056 



4-Ca/toxyoenza ice hyde 



CHO-059 



j-Craoro-*-oyaroxy-5-c-ouiyiberi 
zaidettyde 



CHC-S62 



<-(0ibutyiarrano)denzak3efryde 



CHO-C65 



4-{T nfluoramethyf)benz3ideftyde 



CHO-066 



4,s^Wmethoxy-saiicyiaklehyde 



CH0-C67 



Z 3,4-Tribydracybenzaidefiyde 



CHO-063 



^-Hydroxy-xnetnoxyoenzaidefT 
yde 

CHO-069 



d-tifomo-^,4<inyaroxyoenzaide 
hyde 

CHO-070 * 



3>4-Qtacetcxyt)enzaJdehyde 



CHO-071 
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Table 12 (continued) 



-4-nycfoxy^j-metnyioenzaiaenyo 
e 



CHO-072 



* - "y or o xy-4~m etn oxy oenza o en 
yde 



CHO-075 



CHO-075 



^•Hycroxy-4-metnaxyoenxajoen 
yde 



CHO-081 



^. J, 6, / - i ecranyofo^j-nyafoxy-l 
H. SH-ben2o(Ij]quinoli2jne.9 
carSoxaldehvde 

CHO-OS4 



J,5-Citoao-4-mcanyU2-pyTTdecar 
boxaidehyde 



CHORDS 7 



3.4-GtmeinyitnienoiDjcruoprene- 
2-camox3fdehyde 



CHO-Q90 



2 -3romcbenzatae/iyde 



CHO-073 



S-Sromotoenzaidenyde 



CHO-07S 



^-Utmemyianuno J-oaornraicen 
yde 



CHO-079 



3^ydnuy-4~nUnofcenzaicehyde 



CHO-082 



lj.>Uusooropyi-4--nyaroxyoenz3r 
dehyde 



CHo-oes 



i-(«-cntorapnenyl)pyrTOie-2-caro 
axafdeftyde 



CHO-080 



3-oTOrnotniopnene-^-caroQxaide 
hyde .. 



CHO-091 



i-Uetnyt- 1 M-Pyiazole-5<arooxa 
le 



CHO-094 



2. 4-Cihycrsxycafuald e rry c e 



CHO-074 

- 

■.i-Ui-tea-cur/i.2iTyanixyoen2a' 
Idenyde 



CHC-077 



4-Hydrcxy-p-rtrtroocnzaidcnyce 



CHO-08O 



4 - 8 rc mco enzzt d efiy d e 



CHO-Q83 



Ben2o(bJfuran-2-cart3oxalceftyde 



CHO-086 



5-Elhy(-2-/Uaidehyde 



CHO-089 



btirofno-4d-rtyQfoxy*j-meihoxyb 
enzaldehyde 



CHO-092 



5-iodo-2-fura/deftyde 



CH0-C9S 



5-McthyifurturaJ 



CHO-093 



t 
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Table 12 (ccncinued) 



CHO-096 



h:nyio-<ormy- \ ,2,<t-<nmeifryl- j-o 
y rro I ecarts o xy la ce 



CHO-099 



fc'-nyi 

2 >-OimetJny1-5- fenny. 3-oyTOec 
arbcxyiare 

CHO-097 



aldehyde 



CHO-\O0 



•J— iT7/#-^crmy-0-<T»eit\y1- 2 -pymp 
lecarscxyiic acid 



CHO-098 



afmyimorpruxuno 1 -yi)ben 



CHO-101 



^-Chioro-3-memoxycarocnyt-t- 
m etro xy ca rtocnyi me t hy u py rr ote- 
2-cart:cxatdehyde 

CHC-102 



*-Chiorc-pyrazoie-a-can:oxaide 
hyde 



CHO-tOS 



5-8 rem cfurarv 2-carecxaldeny de 



CHo-toa 



l^4nriionaoenzyi)-4-CTWM>pyf3 
rcte- 5-carbcxalderiyd a 



CHO-1G3 



b-cTicxycarocrr/v^HTieinyvJ^Ti 
^ylcart)onyi-pyrrcie-2-camcxald 
ehyde • 

CHCM06 



1 ^OimctTryi-3-ft3nnyicart33ZOie 



CHO-109 



Ifnicazoie-^-carDoxaklerryde 



CHO-tO* 



5H-dur^^nycroxy-j-iooQoenzai 
deiryde 



CHO-107 



1 ,4-OinydfOxy*2-nQrmy^,5 t 7,'3T 
effanydron aphttaiene 



CHO-tiO 



S-fluorcisatin 



CHO-111 




S-ethyt-5-formyllhiophcne 



CHO-1U 



3, i>-Cietnytpyrroie-i-caroox3td«n 
yd 



CH0117 



3,4-dlmetny>-2-fcrmy< pyrrole 



CHO-112 



4-*nethoxytenzaidehyde 



CHO-115 



^-bcnzytoxymaoie-^-carooxaide 
hyde 



CHO1 18 



isatcn 



CHO-113 



^iethyiarrfnooenzaideftydo 



CHO-116 



>tiromo-5-cnlofo-2-nydroxyt5en 
zsidertyde 



CHO-t19 
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Tab la 12 (continued) 



yae 



CHO-U0 



3-Cyanocenzaiaenyde 



CHC-123 



2.5^ihycxxytJenz3icenyce 



CHO-126 



2 . 5-Cim eihoxy bercaidehyde 



CHO-129 



4-btmetnyiafnino-2HTiethoxyoen 
zafdehyde 



CHO-132 



S-einyiAurtUral 



CHO-135 



ii-l-iuoro-j-(innuonDmcinyi)oenz 
aldehyde 



CHO-133 



luoro-^cnnuor ometnyijDenz 
aldehyde 

CHO-141 



6-C ruorcpiperaiai 



CHO--.21 



^-Cyarotjenzalcenyde 



CHO-124 



.3-0(metftoxyOenzaJdefiyde 



CHO-127 



2. $-Oi methoxy benzaidehyde. 



CHO-130 



3,4.0imethyibenzaidehyde 



CHO-133 



Ferrocenecartoxaidehyde 



CHO-136 



i-rluorc^tniiuorcxneihytjbenz 
aldehyde 



CHO-139 



2-Formyiphenoxyacedc acd 



CH0142 



ChrorncneO-cartsaxarfdehyce 



CHO-1Z2 



aiaenyde 



CHO-125 



2, 4-0 mothoxy oenzaicerryde 



CHO-123 



3. 5-Otrr.einaxy oenzaJcenyde 



CHO-131 



bV4jtrnethyicrirornorte-3-cafCTDx 
aidehyde 



CHO-134 



Rucrene-2-cart oxaideny d e 



CHO-137 



24- iuoro->^lrdluonjrneitty t) oenz 
aldehyde 



CHCM40 



Ij-Weinoxy-a.^neinyteneaioxyoe 
nzarfdehyde 



CHO-U3 
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2'Metnoxy- 1 -nacmrsarfderyce 



CHC-144 



3-iVietnyithiocnene-Z-canDcxalae 
hyde 



CHO-147 



j.PhenoxyOefuaidenyce 



CHO-1SQ 



Pyhdine-4-carccxaiC6hyte 



CHO-1S3 



2,3,4- Tri me tticxy fcenzaidertyde 



CHO-153 



3.4 , 5-Trtmetfioxycenzaidehyde 



CHCM59 



s-Chiora-o-tormyK/-*neaiyicnrQ 
mone 



CHO-162 



Q.MiDrorno»3-ftxmyichn}mone 



CHO-16S 



Table 12 (conclaued) 



•i-Matrtoxy- 1 -naonmaiaenyde 



CHO-14S 



5-.Votnyttruopnene-2-carooxii5e 
hyde 



CHO-146 



Pyttdlne-2<ajt3Gadehyde 



CHCMSt 



A-^yrTclioincoenzaidenyQer 
98*% 



CHCM54 



2, 4, 5-Trtmethoxytoenzaideiiyde 



CHO-157 



i - Acety wsi-»nao»eca/oo>caiQeny<f 
e 



CHO-160 



5-<2*Chiorop^enyfXuhural 



CHO-163 



^b^matfioxy-^i^atrartydronific 
arboxaldehyde 



CHO-166 



CHO-146 



P€nt2memytbenza4dchyde 



CHO-U9 



Pyridine- 3-carooxaidefTyde 



CHO-152 



1 ,2,3,6-Tetraftydrcoert=3ldenyde 



CHO-1S5 



2. 4 , &-Tn metnGxycenxaWeny de 



otoisa 



6-CWoro-3-formyiciiaarnore 



CHO-161 



^ruon>->^utno(racarDoxaioeri 



CHO-164. 



4,5-0tfnettryi-2-furaidehyde 



CHO-167 
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Table 12 (continued) 



yde 



CHC-163 



3-forniyl-6HSCpropyta^romone 



CHG-171 



5-rormyiuracl 



CHC-174 



S-<2-Nltrcpnanyl)furfurat 



CHO-177 



3.0H3itsopropyi-4-metnoxyoen2Ei 
dehyde 



CHO-180 



^-oenzyioxy-^wiuiyicenzataeny 
de 



CHQ-153 



j-<-outyio^loro-4-meaioxyoeff 
zaidehyde 



CHO-186 



4-oenzyioxy-x-puty *->tooooen 
zaidehyde 



CHO-189 



C -FOTtryi-6. 7^imetrry icnnsmone 



CHO-169 



3-formy(-€wneUiyidnrcmcne 



CHO-172 



yde 



CHO-175 



(SH-h^€rii(aideftyde 



CHO-173 



-^oenzywxy-J.^citfopropyibeni 
aideftyde 



CHO-181 



li-brom o->4-0utyi-4-^ctnoxyoen 
zaidehyde 



CHO-184 



4-ocnzyioxy.i-tbutyi-i>-cruorco€ 
rsaidehyde 



CHO-187 



^i^utyMUfneinoxy-iwiltrooefiza 
(dehyde 



CHO190 * 



CHO-170 



Wc tmy -flitrocrrcni o n e 



CHO-173 



CHO-17S 



2-\Tnrtuoroacecyi)miopnene 



CHO-179 



x-outy*-*-mea«xyT3enz3icenyo 
e 



CHO-U2 



A-oenxyioaty-i-ofT3mo-^^oury\be 
nzaldehyde 



CHO-135 



^-<-ou^i-xoao-i-methoxyoenz3 
Idehyde 



CHO-188 



4-oenzytoxy.j-i.omyi^-nnrooen 
zaldehyde 



CHO-191 



WO 98/07695 



116 



PCTAJS97/14736 



Table i2 (continued) 



j.c-oi-t-ouryi— a-memoxycerrzaia 
enyde 

CHC-192 



<*-oen£.ytoxy«i.3-oi-<-cucyi£en£ai 
cenyde 

CHO-193 



enyoe 

CHO-194 



nzyioxy - 4 , 5-ametnyi oenzai 
denyce 



CHO-195 



2-nyt3rcxy-5-nicroo€nr3Jaehy<j8 



CHO-198 



5-cromo-2-fiyaroxy-3-metfioxy-o 
enzaldehyda 



CHO-1S6 



nzaidettyde 



CHC-199 



5-bromo$auc/aidenyce 201 



CHO-197 



3-«r oxy saiicys idefryde 



CHO-Z00 



3.5-alcWorasailcyl3idefiyde 



CHO-2G1 



5-crtofosa(ic/a(dehyde 



CHO-202 



4^dletfiytamina)salicyaidettyde 



CHO-203 



5-Unflucrome:haxy)«ucytaiGeny 
de 



CHO-204 



3 t S-dtbromoaaJIcyaldenyde 



CHO-2C5 



3-fluarcsaiicr/3idehyce 



CHO-206 



^-brcfno-^-nyoroxydenzalderiyo 
CHO.*207 



S-chtorosaitcyaJdettyde 



CHO-206 



2-4.drrnettiyi-5-fafmyipyrrote 



CHO-209 



3, 5-diisopropy<-2-fonTTy< pyrrole 



CHO-210 



3-methyl-5-isopfDpytth*ophene-2 
-carboxaldehyde 



CHO-213 



3 .5-dlm etftyttNopnene-2-carbcx 
aldehyde 



CHO-211 



3-<nethyt-S-cydopentylmethyith 
ophene-2-cartoxaiderTyde 



CHO-214 



3-*netHyt-5^trtyftttophene-2-car 
boxatdehyde 



CHO-212 



3-methyt-5-cydopropytthiophene 
.2-carfcoxaiderryde 



CHO-215 
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Table 12 (continued) 



^-methyl-5-2tnyiQiicpnene-t-c3f 
boxalaenyce 



CHC-218 



4-methyUc-cyc.opropyimatMyttm 
cohere- 2 -carbaxaldehyde 



CHC-219 



o-c/c!cheryfmemytttiioonene-2< 
csrtooxaidehyde 



CHC-222 



3-meiMyf- 5-qropyltfi(cphene-2- 
rtooxaidehyde 



CHO-225 



4.methy|.5-cyclohexyimethyithio 
phene-2-carboxaldehyde 



CHO-228 



S-cyciopncoyithiophene-2<3fbo 
xaidehyde 



CHO-231 



5-cydopentyime<hy4lhiophene-2 
carboxaldehyde 



CHO-234 



5-n-propyithiophene-2-cart3oxald 
ahyde 



^etfcy^scorooytthiopneae-2 
srtcxafdehyde 



CHO-217 



S-isoDfupyid^iaphene-2orcoxa] 
canyde 



CHO-220 



5-c/danexyitrtoph^ e -2 orbcx 
aldehyde 



CHO-223 



(3-me<hy<-5^/tiohexyimethyttnio 
phene-2-cartoexaldehyde 



CH0226 



5wvbutyfthiophene-2-cart3oxaide 
ftyde 



CHO-229 



I3-flnethyi.S-phenytmethytthioph€ 
ne-2-C3rt»xaidehyde 



CHO-232 



5-cydopentytthiophene-2<art3ox 
aldehyde 



CHO-23S 



^ • ^-c/ctcoenryinsemyimj 
ophene-2-artoxafdenyde 



CHO-218 



5-^enytme<hyTtrUopnene-2<3rT3 
onidehyde 



OiO-221 



S-ohenyithlopnene-2-carooxalde' 
hyde 



ChO-224 



4-<netftyl-5-pnopy{miophene-2-ca 
rfcoxaidehyde 



CHO-227 



S-cydopropyimethyithiopnene-2" 
csrooxaidenyde 



CHO-230 



diethyl- 5-pnenytmethy(thjophe 
ne-2<artoxafdehyde 



CHO-233 



4.5-dimethytthiophene-2-carfcox 
aldehyde 



CHO-236 



CHO-237 
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MASTER 
BARCODE 


PLATE 
ROW 


pi ATP 

COLUMN 




10717 


A 


2 


3-(2-ethoxy DenzW«JenYl)-57-dibrorno-2-indcihnrknfl I 


10717 

I 


A 


3 


3-l(thten-2-yt)methy*idenyj{-5,7-dibromo-2- 
indoiinone 


10717 


A 


4 


3-Hl-methylpyrrol-2-yl)meUiylidenyij-b,7-dioromo-2- 
indolinone 


10717 


A 


5 


3-{4-fluorobenzylidenyi)-5,7-dibromQ-2-indotinone 


10717 


A 


6 


3-[(indol-3-yl)methylidenyl]-5, 7-dibromo-2- 
^ndolinone 


10717 


A 


7 


3-[(2-methylthien-5-yl)metnylidenyi]-5,7-dibromo-2- 
indolinone 


10717 


A 


8 


3-(4-bromobenzylidenyl)-5,7-dibromo-2-indQlinone " 


! 10717 


A 


9 


3-{(pyrrol-2-yl)methy(idenyl]-5,7-dibrofno-2- 
indoiinone 


10717 


A 


10 


3-{2-hydroxy-6-methoxyoenzyiidenyl)-5,7-dibromo- 
2-indolinone 


10717 


A 


11 


3-((3,4-dibromo-2-methylpyrrol-5-yl)metriylidenyl}- 
57-dibromo-2-indolinone 


10717 


B 


2 


3-(2-ethoxybenzylidenyl)-5-iodo-2Hnaolinone 


10717 

! 


B 


3 


3-{(lhien-2-yl)methylidenyl]-5-iOdo-2-indolinone 


10717 


B 


4 


3-((1-methylpyrrol-2-yl)methylidenyl]-5-iodo-2- 
indolinone 


10717 


B 


5 


3-{4-fluorobenzylidenyl)-5-iodo-2-indoiinone 


10717 


B 


6 


3-[(indol-3-yl)metnylidenyl]-5-iodo-2-indo!inone 
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10717 


6 


, 7 


3-[(2-memylthien-5-yl)methylidenyl]-5-iodo-2- 
indolinone 


10717 


B 


3 


3-{4-bromobenzy0denyf)-5-iodo-2-rndQWrtorie 


10717 


B 


9 


3-[(pyrrol-2-yt)methyhdenyt]-5-iodo-2-tndoUnone 


10717 


B 




3-(2 -byaroxy-6-melftoxy benzyl uSesny 1 ) - 5- iodo-2 - 
indolinorre 


10717 


B 


11 


3-[(3 f 4-dibromo-2-methylpyrroi-5-/l)methylidenyl)-5- 
iodo-2-indolinone 


10717 


C 


2 


3-{2-ethoxyDen2yiidenyl)-5-bromo-4-methyi-2- 
indoiinone 


10717 


c 


3 


3-[(thien-2-yl)methyhdenyi]-5-Dromo-4-methyl-2- 
indoiinone 


10717 


c 


4 


3-[(1-methylpyrrol-2-yl)memylidenyi]-5-bromo-4- 
methyl-2-indoJinone 


10717 


c 


5 


3-(4-fluoroben2ylidenyl)-5-bromo-4-methyl-2- i 
indotinone 


10717 


c 


6 


3-[(indoi-3-yl)methyiidenyi]-5-bromo-4-methyl-2- 
ind oil none 


10717 


c 


7 


3-{(2-methylUiren-5-yl)methyfidenyi3-5-bromo-4- 
methyl-2-indoiinone 


10717 


c 


8 


3-(4-bromoDenzyltdenyl)-5-bromo-4-methyl-2- 
indolinone 


10717 


c 


9 


3-[(pyrrol-2-yl)methyIidenyl]-5-bromo^;-methyi-2- 
indolinone 


10717 


c 


10 


3-(2-hydroxy-6-methoxybenzylidenyl)-5-bromo-4- 
. methyl-2-indofinone 


10717 


c 


11 


3-[(3,4-dibromo-2-methylpyrrol-5-yl)methylidenyl)-5- 
bromo-4-methyl-2-indoiinone 


10717 


D 


2 


3-(2-€thoxybenzylidenyl)-5-methylaminosulfonyi-2- 
indolinone 
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1071 7 


n 


j 


o-l(inien-^-yi;metnyuaenyij-5-metnylaminosuifonyi- 
2-indolu\one 


1071 7 






3-[( 1 -methy lpyiro^-2 -y l)methy lideny(f-5- 
memyiamifiosultonyl-2-indoiinQne 


1071 7 


Q 




3-(4-fiuorobenzylidenyl)-5-methylaminosuffonyt-2- 5 
indolinone 


10717 


D 


5 


o-^inaai-o-y»)memyiiaenyij-D-metnytarninosLiifonyl- 
2-indolinone j 

t 


10717 


D 


7 


o-i\A-meinyiinien-3-yi^rneinyiiaenyl]-5- 
methylaminosulfonyU2-indoiinone 


10717 


D 


' 8 


^ \^ winuuci ityuucsiiyij-3-meuiyiarniriOSUltony 1-2- 

indotinone 


10717 


D 


9 


3-f f nvrrnl-^-v/l^m^thuli/1**n\yll-'\.mathtfiamirt/->i*-i .tf* *«. .t 
LVHY* 1 wi~^-yi/iiicii ly uuciiy ij- j-fTieinyiamiriosuiiOfiy 1- 

2-indoJinone 


10717 


D 


10 


3-/2-hvdro3fv-A-fTiPthnY\/hpn7viirtonwi\ ^ 

*j \^ i iy ui uAy vi i ten iuaj uci u»y flu<sriyii"o* 

methylaminosulfonyl-2-iridolinone 


10717 


D 


11 


3-1(3 4-dibromo-2-methvlDvrrol-5-vnmethvii(i#anwii ^ 
methyiaminosulfonyl-2-indolinone 


10717 


E 


2 


(trifluoromethyl)phenyiaminosulfonyl]-2-indolinone 


10717 

i 


£ 


«j 


o-^ulIc^-&-yly^^e^^y uocnyij-o-|**- 
(trifluorometnyl)phenylaminosulfonyi]-2-indolinone 


, 10717 




*♦ 


j-H i-rneuiy)pyMOi-z-yi)meinynaenyij-D-[4- 
(trifluoromethyl)phenylaminosuifonyI]-2-indoItnone 


10717 


E 


5 


(trif1uoromethyl)phenylaminosulfonyl]-2-indplinone 


10717 


E 


6 


3-[(indol-3-yi)methylidenyl}-5-{4- 
(trifluoromethyl)phenylaminosulfony(]-2-indolinone 


10717 


E 


7 


3-((2-methylthten-5-yl)methylidenylJ-5-[4. 
(trifiuoromethyl)phenylaminosu(fonylJ-2-indoiinone 


10717 


E 


8 


3-(4-bromoben2yiidenyl)-5-{4. 
(trifluoromethyi)phenyiaminosulfonylJ-2-indolinone 
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10717 



10717 



3-[(pyrroJ-2-y?)meiny!idenyi]-5-f4- ' 

(triftuorQmethyl)phenyiammcsu3fony^2^oiirTone 



(trifluoromethyl)phenyiaminosuifony^2- t ndolinone 



[4-{tnnuoromethyi)prienylaminosulfonyl].2. 
indofinone 



3-[(thien-2-yl)methyiidenyI]-6-<morpholin-l" 
yl)sulfonyj-2-indolinone 



10717 



J-l(i-methy/pyrroi^-yl)methy^eny^-(morpnoiin": 
1-yl)su(fonyl-2-indoiinone 



3-(4-tiuoroben2yi i denyi)-5-(morphoiin-1-yi)suifonyi: 
2-indolinone 



10717 



10717 



3-[(indol.3-yi)methylidenytJ-5-(morphoim-i~ 
yl)sulfonyl-2-indolinone 



3-[(2-methylthien-5-yt)nnethytidenyij-i,-(morpho^n-l': 
yl)suifonyl-2-indoiinone 

J-(4-bromoben2yiidenyl).5-tmorpholin-1.yi)sulfonyi: 
2-indolinone 



10717 



10717 



10717 



10717 



10717 



10 



11 



3-{(pyrroi-2-yi)methytidenyl]-5-{morpholtn-T 
y!)suifonyl-2-indolinone 



3.(2-hyaroxy-ti-memoxyben2yiidenyf)-5r(morpholin-l 
1 -yl)sulfonyl-2-indoitnone 



3-[(3 ( 4-dibromo-2-methylpyrrol-5-yl)methyhdenyl]-5. 
(morphoiin-1-yl)suIfonyl-2-indoJinone 



3-(2-ethoxyben2ylidenyl)-5-(2-chloroethyl)-2- 
indolmone 



3-((thien-2-yl)methyiidenyl]-5-(2-chioroethyl)-2- 
indolinone 



3^1-methy)pyrroI-2-yl)methylidenyl]-5-(2- 
chloroethyl)-2-tndolinone 
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1071 7 


i 

i 


c 


! 3-(4 -f\vioroDeciiyhHefTyi)->{2-chloroett\yl)-2^ 
indoiinone 


1071 7 


i 

i 


O 


^-((i^UuJ-J-yl)meihylidenyl]-5-i^-cn(oroethyi)-2- 
indoiinone 


10717 


Q 


7 


j-l^-melnyUhien-i5-yl)metnyJiaenyl]-5-{2- 
cnJoroethyl>-2 -indoiinone 


10717 


G 


3 


j-\^-urarnooeniyuaeny i)-o-\z-cnioroeinyi)-2- 
indolinone 


10717 


I G 


9 


J "UPy r 'Oi-i*yijmeinyiiaenyij-o-(^-cnioroetnyl)-2- 
indolinone 


10717 


I G 

i 
I 


10 


*&~\£>-%iy&z wxy-o-fliein oxy oenzy l lae ny I ) - 5 -{2- 
cWon^hyj)-2-indoiinone 


10717 


G 


11 


iWt^ ^iwiuwiu-^-tiicuiyipyrroi-Q-yijrneinyiiuenyij-o- 
(2-chioroethyl)-2-indoiinone 


10718 


A 


2 


Ufc.^^«neinyi-o»einuAycaFuoriy ipyrroio- 
yi)methylidenyl]-5.7-dibromo-2-indolinone 


10718 


A 


3 


dibromo-2-indolinone 


10718 


A 


4 


° IU "nyaroxynaptn-^-yt)metnyijcenylj-5,7-dibromo- 
2-indolinone 


10718 


A 




o-l[ji-einoxycarDonyi-j-{^-etnoxycaroonyi)etnyl-4- 
(ethoxycarbony*methyl)pyrrol-5-ylJmethylidenyl]- 
5,7-dibromo-2-indolinone 


10718 


A 


W 


3-{(2-methy K3-ethoxycart)ony If uran-5- 
yl)methylidenyl]-5,7-dibromo-2-indolinone 


10718 


A 


7 
r 


o-K^, J-aimeinoxycaroonyi-5-metnyipyrroi-4- 
yl)methylidenyl]-5,7-dibromo-2-indoiinone 


10718 


A 


8 


3-(4-chioro-3-nitrobenzyiidenyl)-5,7-dibromo-2- 
indolinone 


10718 


A 


9 


3-{2 ( 4-dihydroxy-3-methylbenzylidenyl)-5,7- 
dibromo-2-indolinone 


10718 


A 


10 


3-{{furan-2-yl)methylidenyl]-5J^ibromo-2- 
indolinone 
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10718 



10718 



10718 



10718 



10718 



10718 



1 1 ' ^ (2 - l,,uoluran ^-y0m E i^iiaen ) ,/ i .5.7.dibrom^2 

tndofrnone 



2 J-[C2.4-dimethyj^-emoxycarbonytoyrroi-5-" 
yi)methylidenyl]-5-k)do.2. t ndo^one 



3-[( I -'>yuroxynaptn-2.yl)methyl ) denyij.t>-.odo-2- " 
mdolinone j 



^K-etnoxycarbon y |.3-(2-ethoxycarbonyl)ethyM7 

(emoxycarbon y imeth y i)p y rrol.5.yl]meth y iidenyl]^5. 
iodo-2-indolinone 



>{{2-methyi^.ethox y carbonylfuran-5r 
yl)methyiiden y i]-5-iodo-2-indolinone 



3-(l^.j-aimethoxycart>OAyi-b-methyipyfroM" 
yl)methy(ideny»J-5-iodo-2-mdo<jnone 



S-i^nioro-a-nitrobefuyiKSenyO.b-ioao^Hndolinone 



10 



mdolinone 

3-l(njran-2-yl)memyi(denylJ-b-(oao-2Hndoiinone 



3-[(2,4-aimettiyi-3-emoxycarDonyjpyrrol-5-" 
yi)methylidenyi]-5-bromo-4.mem y i-2-indolinone 



10718 


C 


3 


3-(3-bromo-2-hydrox y .5-methoxyben2yiiden y i)-5. 
bromo-4-methyl-2-indoiinone 


10718 


c 


4 


3-U 1 -hydroxynapth-2-yl)methy lideny l]-5-bromo-4- 
methyl-2-indoiinone 


10718 " 


c 


5 


[ ^l2-€tnoxycafOony|.3-<2^tnoxycarbonyl)eUiyM. " 
(ethoxycarbonylmethyl)pyrroi-5-yl]methylidenyl]-5- 
bromo-4-methyl-2-indolinone 


10718 " 


c 


6 


3-{(2-methyi-3-ethoxycarbonyifuran-5- 
y0methylidenyl]-5.brom<>4-methyl-2-indoiinone 



J 
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10718 


C 


7 


3-{(2,3->dKnethoxycarbonyl-5-metriylpyrroi-4- 
yOmethylideny/Z-S-bronw^-^thy^-^ndofinone 


10718 


- c 


3 


3-(4-chloro-3-nitroben2ylidenyl)-5-bromo-4-methyN~ 
2-indolinone 


10718 


C ' 


9 


3-(2 ( 4^ihydfoxy O-methylbenzyUdenY0-5-bromo-4. " 
methyf-2-indofrnone 


i 10718 


c 


10 


3-[(furan-2-yl)methylidenylJ-5-bromo-4-methyl-2- 
indoiinone 


10718 


c 


1 1 


3-{(2-nitrofuran-5-yl)methylidenytl-5-bromo-4- 
methyi-2-indotinone 


10718 


D 


2 


3-((2,4-d!methyl-3-ethoxYcaroonyipyrroi-5- 
yl)methylidenyl]-5-methylaminosulfonyl-2- 
tndolinone 


10718 


D 


3 


3-{3-bromo-2-hydroxy-5-methoxypen2ylidenyl)-5- 
methylaminosulfonyl-2-indotinone 


10718 


D 


4 


3-(( 1 -hydroxynaptti-2-yl)methylideny l]-5- 
methytaminosulfonyl-2-indolinone 


10718 


0 


5 


3-[[2-ethoxycarbonyf-3-(2-ethoxycarbonyl)ethyl-4- 
(ethoxycarbonyimethyi)pyrrol-5-yi)methylidenyi]-5- 
methylaminosuifonyl-2-indotinone 


10718 

- 


D 


6 


3-{(2-methyl-3-ethoxycarbonylfuran-5- 
yl)methylidenyt]-5-methylaminosuIfonyl-2- 
indoitnone 


j 10718 

t " 


0 


7 


3-[(2,3-dimethoxycarbonyl-5-methylpyrroM- 
yl)methylidenyl]-5-methylaminosulfonyi-2- 
indolinone 


10718 ! 


D 


8 


3-<4-chkxo-3-ntUcrt)€nzyl»denyi)-5- 
methyfaminosulfonyf-2-indolinone 


10718 


D 


9 


3-(2,4-<lihydroxy-3-methyiben2ylidenyl)-5- 
methylaminosulfanyl-2-indolinone 




U 


10 


3-l(furan-2-yl)methylidenyl]-5-methylaminosulfonyl- 
2-indoIinone 


10718 


0 


11 


3-{(2-njtrofuran-5-yl)methylidenyl]-5- 
methytaminosulfbnyl-2-indolinone 


10718 


E 


2 


3-l(2,4-diniethyl-3-€thoxycarbonylpyrrol-5- 
yl)methylidenyl]-5-l4. 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 
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10718 


E 


3 


3-(3-bromo-2-hydroxy-5-methoxybenzytidenyl)-5-{4- 
(trifluoromethyl)phenylaminosuifonyl]-2-(ndoiinone 


10713 


- E 


4 


3-[(1-hydroxynaptt}-2-yl)methytidenyl]-5-|4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10718 


E 


5 


3-{(2-ethoxycart>onyl-3-(2-ethoxycarbonyt)ethyM-" 
ethoxycarbonylmethyl-pyrrol-5-yl)methy*idenyl}-5. 
[4-(tnfluoromethyl)phenylaminosulfonyl]-2* 


10718 


E 


6 


3H(2-methyl-3 i 4 , ?ffli5?2Irbonylfuran-5- 
yl)methylidenyl]-5-{4- 

(trifluoromethyl)phenylamtnosulfonyi]-2-indoltnone 


10718 


E 


7 


3-((2, 3-df methoxy car bony l-5-methy fpy rrol-4- 
(trifluoromethyl)phenylaminosl^^ 


10718 


E 


8 


(trrfUionOTetrTyfJptoe^ 


10718 


E 


9 


3-(2.4-dihydroxy-3-methylbenzylidenyl)-5-(4. 
(trifluoromethy()phenylaminosulfonyl]-2-indolinone 


10718 


E 


10 


3-{(furan-2-yl)methyhdenyll-5-{4- 
(trifluoromethyl)phenyfaminosulfonyl)-2-indoiinone 


10718 


E 


11 


3-{(2-nitrofuran-5-yl)methylidenyl]-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10718 


F 


2 


3-[(2,4-dimethyl-3-ethoxycarbonyipyrrol-5- 
y l)metftylidenyl]-5-(morpholin- 1 -yl)su(fony I-2- 
indolinone 


10718 


F 


3 


3-{3-bromo-2-hydroxy-5-methoxybenzyiidenyi)-5- 
(morphoiin-1-yl)sulfonyl-2-indolinone 


10718 


F 


4 


3-{( 1 -hydroxy napth-2-yl)methylidenyl]-5-(morpholin. 
1 -yl)sulfonyl-2-indoimone 


10718 


F 


5 


3-{[2-ethoxycart>onyl-3-<2-€thoxycarbonyi)ethyM- 
(ethoxycart>onylmethyl)pyrTOI-5-yl]methylidenyl)-5- 
(morpholin-1-yi)surfonyi-2-indolinone 


10718 


F 


6 


3-[(2-methyl-3-€thoxycarbonylfuran-5- 
yl)methylidenyl]-5-<morpholin-1-yl)sutfonyl-2- 
indolinone 


10718 


F 


7 


3-{<2,3-<Jimethoxycarl3onyl-5-methyl-pyrroM- 
y l)methy lideny !J-5-< morpholin- 1 -y l)suif ony 1-2- 
indolinone 


10718 


F 


8 


3H4^loro-3-nitroben2yiidenyl)-5-<rnorphoiin-1- 
yl)sulfonyl-2-indolmone 
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10718 j F 


9 


(morphol/n-1-yf)su/fonyf-2-indoiinone 




- h 


10 


3-[(furan-2-yl)meEnyiiaenyl]-5-(morphoim-l- 
yl)sulfonyi-2-indolinone 


10718 


F 


11 


3-[{2-nitrofuran-5-yt)metMylidenyij.b-(morphoiin-l- 
yl)sulfonyi-2-indolinone 


10718 


G 


2 


3-((2 T 4-dimethyt-3-ethoxycaroonyipyrroI-5- 
yl)methy!idenyi]-5-(2-chloroethyl)-2-indolinone 


10718 


G 


3 


3-(3-bromo-2-hydroxy-5-methoxybenzylidenyi)-5- 
(2-ch/oroethyl)-2wndolinone 


10718 

I 


G 


4 


3-((1*hyaroxynapt/}-2-y3)methyiidenylJ-5-(2- 
ch(oroethyl)-2-indoiinone 


10718 


G 


5 


3-[{2-ethoxycarbonyU3-(2-€thoxycarbonyl)ethyl- ! 
4(ethoxycarbonylmethyl)pyrrol-5-ylJmethy!idenyl]-5- 


10718 


G 


6 


3-[(2-methyl-3-ethoxycarbonylfuran-5- 
yl)methy(idenyl]-5-(2-chloroethyl)-2-indolinone 


10718 


G 


7 


3-[(2 t 3-dimethoxycarbonyl-5-methyipyrroi^- 
yi)methylidenyl]-5-(2-chloroethyl)-2-indolinone 


10718 


G 


8 


3-(4-cnioro-3-nitroben2yiideny()-5-(2-cnioroethy0-2- 
indolinone 


10718 


G 


9 


3-(2,4-dihyaroxy.3-methylbenzylidenyt)-5-(2- ! 
chioroeifiyl)-2-indoiinone 


10718 


G 


10 


. 3-{(furan-2-yl)metnyhdenyl)-5-(2-cnioroethyl).2- 
indolinone 


10718 


G 


11 


3-[{2-nitrofuran-5-yl)methyhdenyl]-5-(2-chloroethyl)- 
2-indolinone 


10719 


A 


2 


3-(4-ethoxy-3-methoxyben2ylidenyl)-5,7-dibromo-2- 
indolinone 


10719 


A 


3 


3^3,4^ihydoxyben2ylideny!)-57^ibromo-2- 
indolinone 


10719 


A 


4 


3-{2,4-dimeihoxybenzylidenyl)-5.7-dibromo-2- 
indolinone 

l 
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10719 


i a 


5 


3-[(2,4-dimethy).3-ethy(pyrrol-5-y»)methylidenyl]- 
5,7-dibromo-2-indoUnone 


10719 


- A 


6 


3-(2,4.6-trimetnoxyt)en2ylidenyl)-5 l 7-dibromo-2- 
indolihone 


10719 


A 


7 


3-(4-hydroxybenzyliaenyl)-5.7-dibromo-2-»ndoUnone' 


10719 


A 


3 


3-(4-dimethylaminoben2yiidenyl)-5.7-dibromo-2- 
mdolinone 


10719 


A 


9 


3-(2-chloro-4-nuorobenzyliaenyl)*5,7-dibromo-2- 
indolinone 


10719 


A 


10 


3-{3-nitrobenzylidenyl)-5.7-dibromo-2-indoltnone 


10719 


A 


1 1 


3-{4-fluoro-2-(tritluoromethyl)benzyltdenylI-5,7- 
dibromo-2-indolinone 


10719 


B 


2 


3-{4-ethoxy-3-mettioxybenzyiidenyl)-5-iodo-2- 
indolinone 


10719 


B 


3 


3-(3,4-dihydoxybenzyiidenyl)-5-iodo-2-(naounone 


10719 


r B 


4 


3-(2,4-dimethoxybenzylidenyi)-5-iodo-2-indoimone 


10719 


B 


5 


3-[(2,4-drmethyi-3-ethylpyrrol-5-yl)methyiidenyl]-5- 
iodo-2-indoiinone 


10719 


B 


6 


3-(2,4,6-tnmetboxybenzylidenyi)-5-iodo-2- 
indottnone 


10719 


B 


7 


3-(4-hydroxybeazyiidenyl)-5-iodo-2-indolinone 


10719 


B 


3 


3-(4-dimethyiaminobenzylidenyl)-5-iodo-2- 
indolinone 


10719 


B 


9 


3-(2-chloro-4-nuorobenzylidenyl)-5-iodo-2- 
indolinone 


10719 


B 


10 


3-(3-nitrobenzyiidenyl)-5-iodo-2-indolinone 
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10719 

f 


B 


1 1 


j-^-f)uoro-^-^iriTiuororneinyi;Denzyiiaenyi]-5-iodo-2 
indoiinone 


107 19 


- c 


2 


methyl-2-indolinone 


10719 


C 


3 


w \^i"»"v»iy«uAyuci i^y iiuci iy i^- j*ororno^-rnetnYl-2- 
indolinone 


10719 


' c 


4 


3*(2.4-dimethoxvbfin2\/iicien\/l\-^.hrnmrt_4 m .« 

indoiinone 


10719 


c 


5 


i\*,t"%in i icuiyf-jtru iy ipyi rui-o-y ijmeiny H08ny|]-5» 
bromo-4-methy^2-indolinone 


1071S 


• c 


6 


: 3-(2 4 6-tnm^thnYVri^riT\ylirt<an\/l^-.^ hrnmn a mA.u. • i 

^fc*i,v-«»incu <uA.y uciuy »ueny»j-3-urQrno-4-rnstny i- 
2-indolinone 


10719 


c 


7 


«j \*t i lyui u^y uen^yiiuenyij-o-orornQ^-mStnyi-2- 

indolinone 


10719 


c 


3 


o-\H-ainieuiy!aiTiinuoenzy iiuenyi)-o-Dromo-4- 
methyl-2-indolinone 


10719 


c 


9 


3-/2«ChlOrO-4-fllJOmh^nT\/hri^n\/l\ ^ Hrrs rr-sr\_yi 
>«* \*»^** iiui w™f iiuui uuci )^y iiuct iy I y~ j~ui U l J l - 

methyl-2-indoiinone 


10719 


c 


10 


l-^*mtrohAn7uli/1onul\ ^ Hr^mA 4 mA»»*.,i o 

•j \ j*iuu uutsriiyiiueny i j-o-ororno^-rneiny 1-^* 

indoiinone { 

t 


10719 


c 


1 1 


j'jfnuui u~A*viruiuurumeinyi^oenzyiiueny ij-o-Df orno* 
4-methyl-2-indolinone 


10719 


o 


2 


a^H^inoxy-oHTienioxyDenzyiiQeny()-b- 
methyiaminosulfonyl-2-indotinone 


10719 


D 


3 


o-^*j,*»-QinyQoxy uenzyiiuenyij-D- 
melhylaminosulfonyl-2-indolinone 


10719 


D 


4 


3-(2,4-<Jimethoxybenzylidenyl)-5- 
methylaminosulfonyl-2-indofinone 


10719 


D 


5 


3-{(2.4-<aimethyl-3-ethylpyiTOi-5-yt)methylidenyiJ-5- 
methylaminosulfonyl-2-indoiinone 


10719 


0 


6 


S-^AS-trimethoxytoenzyiidenyO-S- 
methylaminosulfonyl-2-indolinone 
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10719 


D 


7 


3-(4-hydroxyoenzylidenyl)-5-metr>yiaminosiiifonyl- 
2-indolinone 


10719 


- D 


8 


3-f4-dimettiylamfnooenzyiidenyi)-5- ) 
methy(aminosuifonyl-2-indo*inone 


10719 


D 


9 


3-(2-chforo-4-fluoroDenzyliaenyi)-5- 
methylaminosulfonyl-2-indolinone 


10719 


D 


10 


3-(3-nitrobenzylidenyi)-5-metnylaniinosuifonyl-2- 
indolinone 


10719 


D 


11 


3-{4-fluoro-2-(trifluoromethyi)ben2yiidenyll-5- 
methylaminosuifonyl-2-indolinone 


10719 


E 


2 


3-(4-ethoxy-3-methoxybenzylidenyi)-5-{4- 
(trifluoromethyl)phenytaminosuifonyl]-2-indolinone 


10719 


E 


3 


3-{3.4-dihydoxybenzytidenyi).5-[4- 
(trifluoromethyi)pftenyiaminosulfonyl}-2-indo!inone 


10719 


6 


4 


3-{2 t 4-dirnethoxybenzylidenyi)-5-{4- 
(trifluoromethyl)phenylamtnosuifonyl]-2-indolinone 


10719 


E 


5 


3-[(2,4-dimethyl-3-€thylpyrrol-5-yl)methyiidenyl]-5- 
[4-(trifluoromethy Ophenytaminosulfony lj-2- | 
indolinone 


10719 


E 


6 


3-(2 t 4.6-tnmethoxybenzyiiaenyl).5-[4- 
(trifluoromethyl)phenytaminosulfonyl]-2-indolinone 


10719 


E 


7 


3-(4-hydroxybenzytidenyt)-5-{4- 
(tnfluoromethyl)phenylaminosulfonyl]-2-mdoiinone 


10719 


E 


8 


3-(4-dimethylammobenzytidenyl)-5-(4- 
(trjfluoromethyl)phenylaminosulfonyl]-2-indolinone 


10719 


E 


9 


3-(2-chloro-4-fluorobenzylidenyl)-5-(4- 
(trifluoromethyl)phenylaminosujfonyil-2-mdolinone 


10719 


E 


10 


3-(3-nitrobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfony!]-2-indoiinone 


10719 


- E 


11 


3-[4-fluoro-2-(trifluoromethyi)benzyiidenyl]-5-{4- 
(trifluoromethyl)phenylaminosulfonyl)-2 -indolinone 


10719 


F . 


2 


3-{4-ethoxy-3-methoxyDenzyiidenyl)-5-(morphotin- 
1 -y l)sulfonyl-2-indolinone 
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1071 9 


F 


3 


3-(3.4KJihydoxybenzy/tdeny/)-5^morphottn- 1 - 

yl)suifonyJ-2-indolinone | 


10719 


F. 

I 


4 


3-(2,4-djmethoxyoenzyUclenyi)-5-(mocphQiin-l- | 
yl)sulfonyI-2-indo!inone . 


10719 


F 


5 


3-({2,4-dimethyl-3-ethy!pyrrol-5-yi)methyhaenyi|-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 

i 




r~ 
r 


6 


3-(2,4 l 6-tnmethoxyben2ylidenyi)-5-(morphoiin-i- 
yl)sulfonyl-2-indofinone 


1 07 1 Q 
t\Jf I 9 


c 
r 




3H4-hydroxybenzylidenyl)-5-(morpho)in-1- 
yl)suifonyl-2-indolinone 


i u / j y 


r 


o 
0 


3-(4-dimethylaminoDen2Yfceny()-5-(morpholin-1- 
yl)suifonyl-2-indoiinone 


i u/ 1 y 


c 
r 


9 


3-(2-chJoro-4-fluoroben2yttdenyl)-5-{morpnolin-l- 
yl)sulfonyl-2-indolinone 


i\j ( i y 


c 
r 


10 


3-(3-nitroben2yltdenyl)-5-<morpho(in-l-yl)sulfonyi-2- 
indolinone 


1 H71 Q 


r 


■4 A 
I 1 


3-[4-fluoro-2-{trifluoromethyl)ben2ylidenylJ-5- 
(morpholin-l-yl)sulfonyl-2-indolinone 


1071 9 


G 


2 


3-(4-eihoxy-3-methoxyben2yiidenyi)-5-(2- 
cJiloroethyl)-2-indolinone 


1071 9 


G 


3 


3-(3,4-dihydoxyben2ylideny!)-5-{2-chioroethyl)-2- 
indolinone 


10719 


G 


4 


3-{2,4-dimethoxyDen2yiidenyl)-5-(2-chioroethyl)-2- 
indolinone 


10719 


G 


5 


3-[(2,4-dimethy!-3-ethylpyrrol-5-yi)methylidenyl]-5- 
(2-chloroethyl)-2-indolinone 


1 071 Q 


ri 
\J 


O 


o-(2,4,6-trimetnoxyben2yndenyl)-5-{2-cnloroethyl)- 
2-indoltnone 


10719 


G 


7 


3-(4-hydroxyben2ylidenyi)-5-{2-chloroethyl)-2- 
indolinone 


10719 


G 


8 


3-j[4^imethyiaminoben2ylidenyl)-5-(2-chioroethyi)- 
2-indoltnone 
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10719 


G 


9 


3-(2-cnioro-4-fluorobenzylidenyi)-5-{2-chloroetnyi)- 
2-indoiinone 


1G7V9 


- G 


10 


3-(3-nitroben2yhdenyi)-5-(2-chiofoetny*)-2- 
mdolinone 


10719 


G 


11 


3-[4.fluoro-2-(tnfluoromethyl)ben2yUdenylJ-5-(2- 
chtoroethyt)-2-indotinone 


10720 


A 


2 


3-{2,4,6-tnfluorot)enzylidenyi)-5 ( 7-dibromo-2- ) 
mdolinone 


10720 


A 


3 


3-(4-hydroxy-2-methoxybenzy?fdenyl)-5 ( 7-dibromo- 
2-indolinone 


10720 


A 


4 


3-(3,4-dimethoxytoenzyfe{Senyl)-5 t 7-dibromo-2- 
indolinone 


10720 


A 


5 


3-(2-nydroxybenzytidenyl)-5,7-dibrorno-2-indoJinone 


10720 


A 


6 


3-benzyhdenyt-5,7-dibromo-2-indolinone 


10720 


A 


7 


3-[(2-methyimercaptothien-5-yl)methylidenyl)-5,7- 
dibromo-2-indolinone 


10720 


A 


8 


3-(2,4-dihydroxy-€-methylbenzyiidenyl)-5.7- 
dibromo-2-indolinone 


10720 


A 


. 9 


3-(3-ethoxy^-hydroxybenzyiidenyl)-57-dibromo-2- 
indolinone 


10720 


A 


10 


3-(2-hydroxy.5-methoxybenzyiidenyl)-5,7-dibromo- 
2-indolinone 


10720 . 


A 


11 


3-[(imidazol-2-yl)methyiideny!J-5,7-dibromo-2- 
indolinone 


10720 


B 


2 


3-(2.4,6-trifluorobenzylidenyi)-5-iodo-2-indoiinone 


10720 


B 


3 


3-(4-hydroxy-2-methoxybenzylidenyl)*5-iodo-2- 
indolinone 


10720 


B 


4 


3-(3.4-dimethoxybenzyiidenyi)-5-iodo-2-indolinone 
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10720 


B 


5 


3-(2-hy<iroxyt}en2ylidenyl)-5-iodo-2-incjobnone 


10720 


3 


6 


3-benzyhaenyl-5-iodo-2-indoiinone 


10720 


B 


7 


3-{(2-methylmercaptothien-5-yl)methyiioenyi)-5- j 
iodo-2-indolinone i 


10720 


B 


8 


3-(2.4-dihy droxy-6-methy tbenzyiideny l)-5-iodo-2-" " ' 
tndoiinone 


10720 


B 


9 


3-(3-ethoxy-4-hydroxybenzylidenyl)-5-iodo-2- 
mdoJinone 


j 10720 


B 


10 


3H24tydroxy-5-n^moxyoenzy)iaenyt)-5-jodo-2- 
indolmone 


10720 


B 


11 


3-{(jmidazol-2-yl)methylidenyl]-5-iOdo-2-mdolinone 

i 
i 
t 


10720 


C 


2 


3-{2,4 ( 6-lfifluorot)en2ylidenyl)-5-Dromo-4-metny|.2- 
indolinone 


10720 


C 


3 


3-(4-hydroxy-2-methoxybenzylidenyl)-5-bromo-4- 
methyi-2-indotinone 


10720 


c 


4 


3-(3,4-dtmethoxybenzyfidenyl)-5-bromo-4-methyl-2- 
indolinone 


10720 


c 


5 


3-(2-hydroxybenzylidenyl)-5-bromo-4-methyl-2- 
indolinone 


1Q720 


c 


6 


3-beri2ylidenyi-5-bromo-4-metfiyl-2-indolinone 


10720 


c 


7 


3-{(2-metriyimercaptothien-5-yl)methyiidenyt]-5- 
bromo-4-methyl-2-indolinone 


10720 


c 


8 


3-(2,4-dihydroxy-6-methylben2yiidenyl)-5-bromo-4- 
methyi-2-indoiinone 


10720 


c 


9 


3-(3-ethoxy-4-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10720 


c 


10 


3-(2-hydroxy-5-methoxybenzylidenyI)-5-bromo-4- 
methyl-2-indolinone 



l 
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10720 


E 


7 


3-{(2-metnytmercaptotnien-5-yl)methylidenyl]-5-{4- 
(trifiuoromeihyl)phenytaminosuifonyll.2-indolinone 


i 10720 -- 


£ 


8 


3-(2.4-dihydroxy-6-metnyibenzylidenyl)-5-[4- 
(trifluoromethy!)phenylaminosulfonyi].2-indohnone 


10720 


E' 


9 


3-(3-ethoxy-4-hydroxybenzylidenyt)-5-i4- 
(trtf)uorornethyl)pheny(aminosulfanyl]-2-tndolinone 


10720 


E 


10 


3-(2-hydroxy-5-methoxybenzyiidenyl)-5-{4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10720 


E 


1 1 


3-[(imidazol-2-yl)methyhdenylJ-5-[4- 
(trifluoromethyl)phenylaminosuifonyll-2*indolinone 


10/^20 


c 

r 


2 


3-(2,4 ,6-*nftuaroaeozy hderiy i>-5-{ mo rpho Un- 1 - 
y!)suifoJiy$-2~3ndo!inone 


10720 


F 


3 


3-(4-hydroxy-2-methoxyDenzylidenyl)-5-(morpholin- 
1-yl)sulfonyl-2-indolinone 


10720 


F 


4 


3-(3,4-dimetnoxybenzylidenyl)-5-(morphoiin-1- 
yl)sutfonyl-2-indolinone 


10720 


F 


5 


3-(2-hydroxybenzytiaenyl)-5-{morphoiin-i- 
yl)suifonyl-2-indoiinone 


10720' 


F 


6 


3-benzylidenyi-5-(morpnolin-1-yl)sulfonyi-2- 
indoiinone 


i 10720 


F 


7 


3-[{2-metriyinnercaptothien-5-yl)methyiiaenyt]-5- 
(morpholin-1-yt)suifonyl-2-indoljnone 


10720 


F 


8 


3-{2,4-dihydroxy-6-nnethylbenzy(idenyl)-5- 
(morpholin-1-yl)suifonyI-2-indoiinone 


10720 


F 


9 


3-{3-ethoxy-4-hydroxybenzytidenyl)-5-(morpnoiin-1- 
yl)sulfonyl-2-indolinone 




r- 

r 


10 


3-(2-hydroxy-5-metfioxybenzyiidenyl)-5-{morpnoltn- 
1 -yl)suifony l-2-indolinone 


10720 


F 


11 


34(imidazol-2-yl)methyiidenyl]-5-(morphoJin-1- 
yl)sulfonyl-2-indoiinone 


10720 


Q 


2 


3-(2,4,6-trifluorobenzyHdenyl)-5-(2-chloroethyl)-2- 
indolinone 
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10720 


G 


3 


3-(4-hydroxy.2-methoxyben2ylidenyl)-5-(2: » 

chloroethyi)-2-tndoiinone 


10720 
10720 


G 


4 


J-(3 ( 4.dimetnoxyO€nzylidenyi)o-(2-chioroethyir2r- 

indolinnno 


10720 


I G 


5 


3-(2-hydroxyt>en2y]idenyl).5-(2-chloroethyf).2- ! 

jndofinone ; 




G 


6 


3-ben 2 y*iaenyi.^2H:hioroetnyi).2.indolino'ne 


10720 


G 


7 


Jif^-metfry^ercaptoth^n-i^i^memyjjd^yil-FTr" 
cmoroethyl)-2wndoJirrare 


10720 


G 


8 


^-(2.4-dihy<jroxy-6-metnylbenzyiiaenyi)-5-(2: 

chlofoethyl)-2-indoiinone 


10720 


G 


9 


3-{3-ethoxy-4-hydroxybenzyitdeny()-5-(2- 
cfiloroethyf)-2-indo*/none 


10720 


G 


10 


3.(2-hydroxy-5-methoxyben2yhdenyl)-5.(2^ 

chloroethyi)-2-indofinone 


10720 


G 


11 


3-{(imidazol^-yi)methylidenylj-5-(2.chtoroethyl)-2- 
indoiinone 


10721 


A 


2 


3-[( 1 -methylben2imidazol-2-yl)methylideny i]-5 ( 7. 

dibromo-2-indolmone I 


10721 


A 


3 


3-[(4-chloro-1-methylpyrazol-3-yl)methyiidenyi]-5 i 7r 
dibromo-2-indolinone 


10721 


A 


4 


3-[(2 ( 3-dimethyithien-5-yl}methylidenylJ-5,7- 
dibromo-2-indolinone 


10721 


A 


5 


3-[(4,5 t 6,7-tetrahydroindoi-2-yl)methy!idenyl]-5 ( 7- 
dibromo-2-indoiinone 


10721 


A 


6 


3-{3-chIoromethyl-2-hydroxy-5-nitrobenzy|jdenyl)- " 
5,7-dibromo-2-indolinone 


10721 


A 


7 


s-KZ-cblorotnien-S-yOmethylidenylJ-S^-dibromo^-"" 
indolinone 


10721 


A 


8 


. 3-[(2,4-dimethylpyrrol-5-yl)meUiyiidenyl)-5 1 7- 
dibromo-2-indolinone 
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\0721 


A 


9 


a-f^t-butyl-A-hydroxybenzy/kienyO-SJ-Oibromo-Z- 
indolinone 


1Q721 


A 


10 


3-(3-bromo-5-t-butyl-4-hydroxybenzyiidenyl)-5,7- 
dibromo-2-\ndolinone 


1 0721 


A 


i 1 1 


3-(3 ( 5-di-t-butyt-4-nydroxyben2ylidenyi)-5,7- 
dibromo-2-indolinone 


1 u / £ I 


D 


I 

i 


3-{(1-methylbenzimidazoi-2-yl)memylidenyl]-5-iodo- 
2-indolinone 


1 07? 1 
lU / Z I 


Q 

D 




3-{(4-cnloro-1-metnyipyra20i-3-yl)methylidenyl]-5- 
iodo-2-indotinone 


\\J i £ \ 


Q 
Q 


4 


3Ht2.3-<4miethylih4en-S-vl>methyudenyl)-5-iodo-2- 
tndortrrcne 


1U / Z 1 


t~> 
D 


5 


3-[(4 ( 5,6 ( 7-tetrahydroindoJ-2-yl)methyiiaenylJ-5-iodo- 
2-indolinone 




b 


6 


3-(3-chloromethy!-2-hydroxy-5-nitrobenzyhdenylj-5- 
iodo-2-indoitnone 


lU/Zl 


Q 

D 


7 


3-((2-chloroth(en-5-yl)methyliaenyl]-5-iodo-2- 
indolinone 


10721 


6 


8 


3-((2,4-dimetnylpyrrol-5-yl)methylidenyl]-5-iodo-2- 
mdolinone 


1 0721 


B 


9 


3-(3-t-butyl-4-hyaroxybenzyliaenyl)-5-iodo-2- 
indolinone 


10721 


B 


10 


3-(3-bromo-5-t-butyM-hydroxybenzytidenyt)-5-iodo- 
2-indolinone 


4 nil * 

» 0721 


a 


11 


3-{3 t 5-di-t-butyW-hydroxybenzyiidenyiJ-5-iodo-2- 
indoiinone 


10721 


c 


& 


i -meinyiDenzirnioazoi-z-y i/meuiynaenyij-o- 
bromo-4-methyl-2-indolinone 


10721 


C 


3 


3-[(4-cliloro.1-meUiyipyrazol-3-yl)methylidenyl]-5- 
brorrio-4-methyl-2-indolinone 


10721 


c 


4 


3-{(2,3-<iimethylUiien*5-yl)methylidenyl]-5-bromo-4- 
methyl-2-indolinone 
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| 10721 

| 


C 

i 


5 


3-[(4,5.6.7-tetrahycjroindol-2-yl)methylideny{]-5- | 
toromo-4-methyt-2-indolmone . 

i 


10721 


c 


6 


3-(3-chloromethyl-2-hydroxy-5-nitroben2yiidenyl)-5- 
bromo-4-rnethyl-2-indoUnane 


10721 


c 


7 


3-[(2-ch»orothien-5-yl)methyndenyl]-5-bromo-4- 
methyl-2-indolinone 


10721 


c 


8 


3-[(2,4-dimetnylpyrrol-5-yl)methyhaenyl]-5-bromo-4- 
methyl-2-indolinone 


10721 


c 


9 


3-(3-t-butyl-4-hydroxybenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 


10721 


c 


10 


3-( 3-br 0 mo-5-t-bu ty (-Miydroxy benzy i id e ny I ) - 5 - 
bromo-4-mettiyV-2-indolinone 


10721 


c 


11 


3-(3,5-di-t-butyt-4-hydroxybenzyltdenyt)-5-bromo-4- 
methyl-2-indoltnone 


10721 


D 


2 


3-[(1-rr.ethylbenzimjdazol-2-yl)methylidenyi]-5- 
methylaminosuIfonyl-2-indolinone 

i 


10721 


D 


3 


3-[(4-chiofO-1-metriylpyrazol-3-yl)nriethytidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10721 


0 


4 


3-((2,3-dimethyltnien-5-yi)methytidenyl]-5- i 
methylaminosulfonyt-2-indolinone j 


10721 


D 

■ 


5 


3-1(4,5,6. 7-tetrahydroindoU2-yl)methyiidenyi]-5- 
methylaminosulfonyi-2-indolinone 


10721 


0 


6 


3-(3-chioromethyl-2-hydroxy-5-nit;obenzyliaenyi)-5- 
methylaminosuifonyl-2-indohnone 


10721 


D 


7 


3-[(2-chlorothien-5-yl)methytidenyl]-5- 
methylaminosulfonyl-2-indolinone 


10721 


0 


8 


3-[(2,4^imethylpyrrol-5-yl)methytidenyl]-5- 
methylaminosulfonyi-2-indolinone 


10721 


D 


9 


3-(3-t-butyl-4-hydroxybenzylidenyi)-5- 
methylaminosulfonyl-2-indolinone 


10721 


D 


10 


3-(3-bromo-5-t-butyl-4-hydroxybenzyiidenyi)-5. 
methylaminosulfonyi-2-indoiinone 

1 
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10721 


D 


11 


3-{3, 5-di-t-bufy{-4-hydroxyber2ybt5enyl)-5- 
methylaminosulfonyl-2-indolinone 


-10721 -- 


E 


2 


3-|( 1 -methylbenzirrndazol-2-yl)metnyttdeny IJ-5-{4- 
(trifluoromethyl)phenylaminosu!fonyl]-2-indolinone 


10721 


E 


3 


3-[(4-chloro-1-methyipyrazol-3-y*)fTiemyiKlenyl]-5.f4. 
(trifluoromethyl)phenylaminosu/fonyfJ-2-irKlohrione 


10721 


£ 


4 


3-((2,3-dimethyjtnien-5-yl)rnethylidenyi]-5-{4- 
(trifluoromethyt)phenylaminosulfonyl]-2-indolinone 


10721 


E 


5 


3^4,5,6,7-tetrahydroindoi-2-yl)methyitaenyl]-5-[4l~ 
(trifluoromethy0phenylacninosuifonyi]-2-indortnone 


10721 


E 


6 


3H3-chloromethyi-2-hydroxy-5-nitroben2ylidenyt)-5- 
[4-(trifluoromethyl)phenytammosutfonyl]-2- 
indoiinone 


10721 


E 


7 


3-[(2-cWorothien-5-yl)metny!idenyl)-5-[4- 
(trifluoromettiyl)phenylaminosuifonyi]-2-indoiinone 


10721 


E 


8 


3-[(2,4-dimetnylpyrroi-5-yl)methyiidenyl]-5-(4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indo(inone 


10721 


E 


9 


3-(3-t-butyl-4-hydroxyDenzy(jaenyl)-5-[4- 
(trifluoromethyl)phenylaminosuifonyl]-2-indoiinone 


10721 


E 


10 


3-(3-bromo-5-t-butyl-4-hydroxybenzytidenyl)-5-[4- 
(trifiuoromethyi)phenylaminosuIfonyi]-2-indolinone 


10721 


E 


11 


3-(3,5-di-t-butyl-4-hydroxybenzylidenyl)-5-{4- 
(trifluoromethyi)phenylaminosulfonyi]-2-indolinone 


10721 

l 


F 


2 


3-{{1-methyIbenzinrndazot-2-yt}methytidenyt]-5- 
(morpholin-1-yl)sulfonyl]-2-indolinone 


10721 


F 


, 3 


3-[(4"Chtoro-1-metnyipyrazol-3-yl)methytidenyt]-5- 
(morpholin-1-yl)sulfonyl]-2-indotinone 


10721 


F 


4 


3-((2,3-dimethylthien-5-yt)metnylidenyl]-5- 
(morpholin-1-yl)suifonyl]-2-indolinone 


10721 


F 


5 


3-{(4 f 5,6,7-tetrahydroindol-2-yi)methy(idenyl]-5- 
(morpholin-1-yl)sulfonyl]-2-indolinone 


10721 


F 


6 


3-(3-chloromethyl-2-hydroxy-5-nitrooenzylidenyl)-5- 
(morpholin-1-yl)sulfonyl]-2-indolinone 
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10721 


~~ F 


: t 


1 ^H(2-chtoro:ni8n-5-yl)methy^anyl]-5-{morphoim-l . 
yl)suJfony^-2-*naolinoiie 


10721 " 


F 


8 


3-[(2,4-d^emyipyrrol-5-yl;methylidenylU5- '" 
(mofpholin-l-yf)surfonyl].2-indai(nofte 


10721 


F 


9 


J-^-t-butyM-nydroxybenzyiidenyl).5-{morphotin.1. 
yl)sulfony|]-2-indolinone 


10721 


F 


10 


3-(3-bromo-5-t-butyt-4-hydroxybenzylideny()-5. 
(morpholin-1-yl)suifonylJ-2-indoiinone 


10721 


F 


11 


3-(3,5-di-t-butyl-4-nydroxyben2ylidenyl)-5- 

(morpholin-1.yi)sulfonyl]-2-indolinone 


10721 


G 


2 


3-{{1-metnyjDen2imjda20/-2-y!)methyiideny/!-5-(2r~ 
chloroethyl)-2-indolinone 


10721 


G 


3 


J -M 4 -chloro-i.methylpyrazof.3-yr)methylidenyi]-5-(2- 
chloroethyi)-2-indolinone 


10721 


G 


4 


3-i(2 t 3-<limethylthien-5-yl)methytidenyi]-5.(2. 
chiofoethyl)-2-indolinone 


10721 


G 


5 


3-i(4,5 t 6.7-tetrahydroindoi-2-yl)methylidenyi]-5-{2- ' 
chlor oethy l)-2-indolinone 


10721 


G 


6 


3-(3-chloromethyl-2-hydroxy-5-nitroDenzylidenyi)-5- 
(2-chloroetriyl)-2-indolinone 


10721 


G 


7 


3-[(2-chiorotnien-5-yl)methyl(deny !j-5-{2- 
chIoroethyl)-2-indolinone 


10721 


G 


8 


3-[(2,4-dimetnyipyrrol-5-yl)methyiidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10721 


G 


9 


3-(3-t-butyM-hydroxyDenzylidenyl)-5-(2- 
chioroethyI)-2-indolinone 


10721 


G 


10 


3-(3-bromo-5-t-butyl-4-hydroxybenzylidenyl)-5-(2- " 
chioroethyi)-2-indolinone 


10721 


G 


11 


3-(3,5-di-t-butyM-hydroxybenzyHdenyl)-5-<2- 
chloroethyl)-2-indolinone 


10722 


A 


2 


3-(3-t-butyl-4-hydroxy-5-nitrobenzylidenyl)-5,7- 
dibromo-2-indoiinone 
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i 10722 1 A 

i ! 
i - 1 




»j V*t**,u-u ii iy ui uxy oeniyiiusny ij-D, / -uiuromo-Z* 

indohnone 


J 10722 

i 
i 


A 


4 


v-i\4:-nuroinien-3-yijfneinyiiaenyij-D -u/Orcmo-2- 
indolinone 


l U f 


A 


*j 


o-\**-cdrooxyDenzyitaenyi;-o, /-aiDramo-z-indolmone 


107*5'? 

1 


A 


6 


3-f2 *i»fiifiijorr)hpn7uliriorivl\_*\ 7 i t-» rrs r»i -\ 

indolinone 


iU/ 


A 

A 


7 


dibromo-2-indolinone 


1 H70 0 


A 

A 


a 


dibromo-2-indofinone 




A 


9 


MutJu Jicii^-yi^rnciriyiiucriyij-D, / *ulDforno-Z~ 

indolinone j 


I U/ zz 


A 

A 


10 


«j*\*t~\ji"i I'uuiy tai ( mi tuwci i^y iiuci iy\)~D, t -uiDfOrnQ-Z* 

indolinone 


10/22 


A 


1 1 


-j \w iiiuuiuuicii iy i^wci i^yuuciiyij-.j, / -uiui urno~Z~ 

indolinone 


1 U/ZZ. 


Q 

o 


2 


o~^o-i-Duiy i^-nyuruAy-^-niiruoenzy uuenyi j-o-iQCO-Z- 

indolinone 




Q 


«j 


•3*^ t H,o-ii if lyai uxyut:rii.yhaeny ij-o-touo-z-i noon none 


tu/ zz 

1. . . • 


Q 

D 


4 


in* uu iici I j y i/if ten *y iiust iy ij"3~iuutj~t • 

indolinone 


i 10722 


B 


5 




10722 


B 


6 


3-(2,4-difluoroDen2yiidenyl)-5-iodo-2-indoiinone 


10722 


B 


7 


3-(3,5-dimethyi-4-hydroxybenzyliaenyl)-5-iodo-2- 
indolinone 


10722 


B 


8 


3-(3-t-butyl-5-chtoro-4-hydroxydenzylidenyl)-5-iodo- 
2-indolinone 
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10722 [ B 
I 
I 


9 


3-((2-nitrothien-4-yl)methylidenyl]-5-iodo-2- 
indohnone 


10722 - 




10 


3-(4-di-n-buty(aminobenzyliaenyl)-5-iodo-2- 
indotmone 


10722 


B 


11 


3-[4-<tnnuoromemyt)benzyhdenylj-5-iodo-2- 
tndoiinone 


10722 


C 


2 


3-(3-t-butyl-4-hydroxy-5-nitrooenzyiiaenyl)-5- 
dibromo-4-methyl-2-indoltrione 


10722 


C 


3 


3-(2,4,6-tr(hydroxybenzy)idenyi)-5-dft>fomo-4- 
methyl-2-indoitnone 


10722 


c 


4 


3-{(2-nitrothien-5-yl)methylidenyl]-5-dibromo-4- 
methy l-2-indoiinone 


10722 


c 


5 


3-(4-canDoxyberizyttbenyl)-5-dibromo-4-methyl-2- 
tndotinone 


10722 


c 


6 


3-(2,4-difluorobenzylidenyl)-5-dibromo-4-memyl-2- 
indoiinone 


10722 


c 


7 


3-(3.5-dimethyi-4-hydroxybenzytidenyJ)-5-dibromo- 
4-methyt-2-indotinone 


10722 


c 


8 


3-(3-t-butyl-5-chtoro-4-hydroxybenzyiidenyl)-5- 
dibromo-4-methyl-2-indolrnone 


10722 


c 


9 


3-((2-mtrotriien-4-yi)methylidenyl]-5-dibromo-4- 
methyl-2-indotinone 


10722 


c 


10 


3-{4-di-n-butylaminobenzyltdenyl)-5-dibromo-4- 
methyl-2-indolinone 


10722 


c 


11 


3-{4-(tnfluoromethyi)benzylidenyil-5-d]bromo-4- 
methyl-2-indolinone 


10722 


0 


2 


3-(3-t-butyl-4-hyaroxy-5-n»trobenzylidenyl)-5- 
methylaminosuifonyi-2-indolinone 


10722 


D 


3 


3-(2.4 ( 6-tnhydroxyben2ylidenyl)-5- 
methyiaminosulfonyl-2-indolinone 


10722 


D 


4 


3-[(2-mtrotnien-5-yl)methylidenyl]-5- 
methylaminosuifonyl-2-indolinone 
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10722 


D 


5 


3-(4-carDoxyoen2yiidenyl)-5-methylaminosulfonyl-2- 
indolinone 


.J 0/22 


D 


6 


3-{2.4-difluoroben2ylidenyl)-5-meinyiamincsu!fonyl- 
2-indolinone 

i 


10722 


D 


7 


j-(J.s-aimetnyi-4-nydroxyDenzylidenyi)-5- I 
methylaminosulfonyl-2-/ndofinone 


10722 


D 


8 


3-(3-t-butyl-5-chloro-4-hydroxyben2yitdenyi)-5. ~ 
mettiylaminosulfonyl-2-indolinone 




pi 


9 


3-[(2-nitrothien-4-yl)methytidenyi)-5- 
methy!aminosuifonyf-2-indoltnone 


1 0799 


n 


1 U 


3-(4-di-n-buty lantinobenzy I id eny 1 ) - 5. 
melhyJaminosuffonyf-2-indoiinone 


1 f)799 


n 
U 


1 1 


3-[4-<tnfluoromethyl)benzylidenylj-5- 
methylaminosulfonyl-2-indolinone 


1 0799 


c 


2 


3-(3-t-butyl-4-hydroxy-5-nitrobenzylidenyI)-5-[4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indol»none 


10799 


£z 




3-(2 ( 4,6-trihydroxybenzylidenyl)-5-[4- 
(trifluoromethyi)phenylaminosulfonyl]-2-indoiinone 


1 0790 


fc 


4 


3-{(2-nitrothien-5-yl)methyf!denyl)-5-{4- 
(trifluoromethyl)phenyiaminosu]fonyl]-2-indolinor.e 




p 


5 


3-(4-carboxybenzylidenyl)-5-(4- "j 
(trifluorometny!)phenylaminosuifonyfj-2-indolinone | 


10 / 22 


c 


6 


3-{2,4-dfftuorobenzylidenyl)-5-[4- 
(trifluoromethyl)phenylaminosuifonyi]-2-indoiinone 


j 10722 


E 


7 


3-(3 ( 5-dimethyl-4-hydroxybenzylidenyJ)-5-{4- 
(trifluoromethyl)phenylaminosulfonyl]-2-indolinone 


10722 


E 


© 


3-(3*t-butyl-5-chioro-4-hydroxybenzylidenyl)-5-(4- 
(trifluoromethyl)plienylaminosulfonyl]-2-indo]inone 


10722 


E 


9 


3-[(2-nitrothien-4-yl)methylidenyl]-5-{4- 
(trifluoromethyl)phenylaminosulfonyi]-2-indolinone 


10722 


E 


10 


3-(4-<li-n-butytaminobenzylidenyl)-5-{4- 
(trif!uoromethyl)phenyiaminosuifonylJ-2-indolinone 
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10722 


E 


1 1 I 3-[4.(trifluorometnyi)ben2ylidenyl]-5-[4- 

(trifluorornethyl>phenyiaminosu!fonyi]-2-indolinone 


10722 - 


F 


2 


3-(3-t-butyl-4-hydroxy-5-nitroDen2yiideny!)-5- 
{morphoiin-1-yl)aminosutfonyl-2-fndolinone 

! 

I 


10722 


F 


3 


3-(2.4, 6-trinydroxynenzylidenyi)-5-<morpnonn-i- 
yl)aminosuifonyl-2-indolinone 


10722 


F 


4 


3-{(2-nitrothien-5-y))nnethylidenyl]-5-(morphoiin-l- 
yl)aminosulfonyl-2-indolinone 


10722 


F 


5 


3-{4-carboxybenzylidenyi)-5-<monpnc ! lm.'i- 
yl)amjnosulfony(-2-indoIinone 


10722 


F 


6 


3-{2,4.dUUiorobenry1idenv^>-S'(mcrpnoitn- 1 - 
y4)OT3nosuiitony*-2-indoiinone 


10722 


F 


7 


3-(3,5-dimethyl-4-hydroxyben2ylidenyi)-5- 
(morphotin-1-yI)aminosuifonyN2-»ndohnone 


10722 


F 


8 


3-(3-t-butyl-5-chloro-4-hydroxyben2yiidenyi)-5- 
(morphoiin-1-yl)aminosuifonyl-2-indolinone 


10722 


F 


9 


3-[(2-nitrothien-4-y l)methylidenyi]-5-(morphojjn- 1 - 
y!)aminosulfonyl-2-indolinone 


10722 


F 


10 


3-(4-di-n-butylaminobenzylidenyl)-5-(morpholin-1- 
yl)aminosulfonyl-2-indoiinone 


10722 


F 


11 


3-[4-{tnfluoromethyi)Den2ylidenyl]-5-{morpnolin-l- 
yl)amtnosuifony!-2-indolinone 


10722 


G 


2 


3-(3-t-butyl-4-hydroxy-5-nitroben2yiidenyl)-5-(2- 
chloroethyl)-2-indolinone 


10722 


G 


3 


3-(2,4 ( 6-trihydroxyben2ylidenyl)-5-(2-ch!oroetnyt)-2- 
indolinone 


10722 


G 


4 


3-[(2-njtrotnien-5-yl)metMyiidenyi]-5-(2-chloroethy()- 
2-indolmone 


10722 


G 


5 


3-(4-cartX)xybenzylidenyl)-5-(2-chloroethyl)-2- 
indolmone 


10722 


G 


6 


3-<2.4-difluoroben2ytidenyi)-5-(2-chloroethyl)-2- 
indoiinone 
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Table 13 
(continued) 



J W r ^ fa 




■7 

/ 

l 


j - I o ,o -a i mfiiny i-^-ny aro xy oe nzy uce c\y I ] - 5 -( 2 - 
ch/oroethy!)-2-/ndoltnone 


i 10722 


I o 


Q 
O 


3-(3-t-butyi-5-chloro-4-hydroxyben2yiidenyl)-5-(2- 
chloroethyl)-2-indoiinone 


10722 


G 


g 


"^-1/ 2-Oitrnthi A. _w 1 \rrs of Hw 1 iH a 11 ^ /0 r>K/ArAn«k>.i\ 

j • "i* iten-*t-y i jmeinyuaeny ij-o-(fa-cnioroetny 1)* 
2-indolinone 


10722 


G 


10 


3W4-di-n-butvlaminoBeri7vliden\/l\-^-/> -rhlnrr\o»>\ut\- 
2-indoiinone 


10722 


t G 

i 


1 -| 


*j \i» tnwwi \ji i ten ty i^uci i^y jiuctiy ij-3"^^nitjrusiny n- 
2-indotinone 


10723 


A 


2 


jndohnone 


10723 




3 


iy ui uAy-0-1 iicu iWAy ucM^yuuct iy 1^- j t / -uiuromo- 

2-indotinone 


10723 


A 


4 


3-/3-hrnmn^l S-rJihvrimwbpn7vtirlpn\-/iw^ 7- 
%j \ 0 ui ui 1 , j uii iy \jt uaj uci '^7 iiuci jy 3, / 

dibromo-2-indolinone 


10723 


A 


5 


w \ j,*t^jiavc iwAj uci *»y nuciiyi/j, / u>ui ui 1 i\j & 

indolinone 


10723 


A 




A \r\\t H rmyy _ *5 .moth wlhon7\/l(Honi/iL^ T_H i Krn rr"\/"\ O 

o~^*^iiyurwAy-o~rneiny inertly iiuciiyij*j, r -010101710-6- 
indolinone 


10723 


A 


7 


o*\^i*Ui urnuucn^y nucny *) -j, * ^(Ufornu-^-inuoiinonc 


* 1072"^ 

I 




a 
o 


*3-\i.,*t-uinyuFOxy DenzyiJuenyi/-3, f -uiurumo-z- 
indolinone 


j 10723 

| 


A 


9 


^./5-hi/Hmv\/-il-mothnyvhpn7vliriAnvi 7-rlihrnmn. 
<j y ^ 1 >y \jt UAy -*♦— i i icu tUAyuci "vjci iy iy* j, / vjiui vji i iw— 

2-indolinone 


10723 


A 


10 


3-(3-bromobenzytidenyt)-5,7-dibromo-2-indoiinone 


10723 


A 


11 


3-(3 ( 5-di-(-buty 1-2 -hydroxy be nzylideny i)-5,7- 
dibromo-2-indolinone 


10723 


5 


2 


3-(2,3,4-trihydroxybenzyiidenyl)-5-iodo-2-indoiinone 
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1 10723 



10723 



8 



10723 



10723 



10723 



3-(2-hydroxy.jpcnethoxybenzylidenyl).5.iodo-2" 
mdolinone 

3-(3-brDmo-a.a-dihydroxyban2ylidenyi)-5-ioao.2- 
indohnone 



3-(3,4-diacetoxyDenzyiidenyl)-5-jodo-2" 



indoimone 



3-(4-hydroxy-j-methyibenzyjidenyi)-5Hoao-2-" 
mdolinone 



3-(2-bromobenzyiidenyj)-5-iodo-2-indolinone' 



3-(2^-ainyaroxybenzyJ 1 denyl)-b-iodo-2- ( naoi ( none 



10723 



10723 



10 



3-(^-nydroxy-4.metnoxyoenzyiidenyl)-5-iodo-2" 
tndolinone 

3-(3-fc>romobenzyiidenyi)-5-iodo-2-mdolinone~ 



11 



3-(3 1 5-di-t-buty|.2-hydroxyt>enzylidenyl)-5-fodo.2. 
indoiinone 



3-(2 t j.4-trihydroxybenzyhdeny0.5-bromo-4-methyi: 
2-indoiinone 



10723 



3-(2-hydroxy-3-methoxybenzylidenyl)-5-bromo^- 
methyl-2-mdoitnone 



3-(3-bromo-4,5-dihydroxybenzylidenyl)-5-bromo-4- 
methyl-2 -indoiinone 



10723 



10723 



3-{3,4-djacetoxyben2yl[denyl)-5-bromo-4.methyl-2- 
indoiinone 



3-(4-hydroxy-3-methylbenzylideny])-5-bromo-4- 
methyl-2-indoJinone 



3-(2-bromobenzylidenyl)-5-bromcH4-methyl-2- 
indoimone 



3-(2,4.dihydroxyben2ylidenyi)-5-bromo-4.metny|.2- 
indolinone 
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10723 


C 


9 


3-{2-hydroxy-4-methoxydenzyijdenyl)-5-bromo-4- 
methyl-2-indolinone 

i 


10723 


C 


10 


3-(3-bromobenj:ylidenyl)-5-bromo-4-methyl-2- 
indoJinone 


10723 


c 


11 


3-(3,5-di-t-butyl-2-bydroxybenzytiaenyl)-5-bromo-4- 
methyl-2-indol/none 


10723 


D 


2 


3-(2.3.4-tnhydroxybenzylidenyI)-5- j 
methylaminosuifonyl-2-indolinone 

i 


10723 


D 


3 


S-(2-hydroxy-3-methoxyben2yudenyl)-5- I 
methyiaminosulfonyl-2-indolinone I 

i 


10723 


D 


4 


3-(3-bromo-4 ( 5-dthydroxybenzyiidenyl)-5- 
methylaminosulfonyl-2-indoimone 


10723 


D 


5 


3-(3,4-diacetoxybenzylidenyi)-5- 
methylaminosulfonyl-2-indolinone 


10723 


D 


6 


3-(4-hydroxy-3-methylbenzyiideny0-5- 
methylaminosulfonyi-2-indolinone 


10723 


D 


7 


3-(2-bromobenzyiidenyi)-5-methylaminosulfonyl-2- 
indolinone 


10723 


D 


8 


3-(2.4-dihydroxybenzyliaenyi)-5- 
methylaminosulfonyl-2-indolinone 


10723 


D 


9 


3-(2-hydroxy-4-methoxyDenzyitdenyl)-5- j 
methylaminosuifonyi-2-indolinone | 

i 


10723 


D 


10 


3-(3-bromobenzyiidenyi>-5-meihyiamtnosutfonyt-2- 
indohnone 


10723 


0 


11 


3-(3,5-di-t-butyl-2-hydroxybenzyiidenyi)-5- 
methylaminosuifonyi-2-indolinone 


10723 


E 


2 


3-(2,3.4-trihydroxybenzylidenyl)-5-[4- 
(trifluorometliyl)phenytaminosuifonyl3-2-indolinone 


10723 


E 


3 


3-(2-hydroxy-3-metnoxybenzyiidenyl)-5-[4- 
(trifluoromethyl)phenylaminosulfonylJ-2-indoJinone 


10723 


E 


4 


3-(3-bromo-4,5-dihydroxybenzyliaenyl).5-(4- 
(trifIuoromethyl)phenylaminosulfonyl]-2-indolinone 
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10723 


t 


5 


3-(3,4-diacetoxybenzyiiaenyl)-5-(4. 
(tnfluoromethyi)phenyiamtnosuifonyl]-2-indolinone 


107?^ 


- t 
r* 


6 " 


3-(4-hydroxy.3.methyloenzylidenyi)-5.f4: 

(tnfluoromethyOphenyiammosulfonyJI^^dolmone 


< wf 4 J 

' 10723 


fc 


7 


3-(2-tDromobenzyliaenyl)-5-[4. 
(trtnuoromethyl)phenylam ( nosulfonyl]-2-.ndoiinone 


10723 


C 

c 


8 


3-<2,4-dihydroxybenzyhdenyl)-5-[4- — ' 
(tnfluoromemyl)phenyiamjnosulfonyl]-2-indoiinone 


10723 


c 


9 


3-(2-hydroxy^-methoxybenzyitdenyi)-544. 
(tnfluoromethyl)phenylaminosutfonyiJ-2-fndolinone 




c 


10 


3-{3-bromobenzylidenyi).5-l4- 
(tnfluoromethyi)phenylaminosulfonyi]-2-indolinone 


10723 


c 

c . 


11 


3-{3,5-<Jt-r-tjiiCyf-2-hy<lroxydenzyiidenyi)-5-{4: 1 

(tnfluoromethyf)pheny/aminosujfony/J-2-(ndohnone 

i 


10723 


p 
r 


2 


3-(2 f 3.4-tnhydroxybenzyhdenyl)-5-(morpnonn-l- ' 
yl)aminosulfonyl-2-indolinone 


10723 


p 


3 


f J-(2-hydroxy-^methoxybenzyiidenyl}.b-{morpnolm^ 
1 -yl)aminosuJfonyl-2-indoiinone 

. . i 


10723 


p 


4 


^-(3-bromcH4 t 5-dihydroxyDenzylidenyl)-5- 
(morpholin-1-yl)aminosuifonyl-2-indolinone 


10723 


p 


5 


3-(3,4-diacetoxybenzylidenyt)-5-{morpnofin.l- ' ] 
yl)aminosuifonyt-2-indolinor.e 


10723 


p 


6 


J-{4-hydroxy-3.methyibenzylidenyi)-5-(morpnolin-1~ 
y i )aminosuifony l-2-indoiinone 


10723 


p 


7 


3-(2-bromobenzylidenyi)-5-(morphoiin-i. 
yl)aminosulfonyi-2-indolinone 


10723 


F 


8 


\**«^ u,i, y u| WAyoenzyijaenyi;-D-(fTiorpnoiin-1 - 
yi)aminosulfonyl-2-indolinone 


10723 .. 


F . 


9 


d-(2-hydroxy-4-methoxybenzylidenyl).5-(morprtolin- 
1 -yl)aminosulfony l-2-indoltnone 


10723 


F- 


10 


3-(3-bromobenzylidenyl)-5-(morphoiin-1- 
yl)aminosulfonyt-2-indoiinone 
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Table 13 
(continued) 



10723 


F 


11 


3-{3.5-di-i-butyi-2-nyaroxyDenzylidenyl).5- 
(morpholin-l.yl)aminosulfony|.2-indolinone 


j 10723 _ 
I 


• | 2 j 3 ^ 2 - 3 - 4 - tnn y< Sr oxyoen2ylidenyt).5.{2-chloroethyi)-2- 
[ J indoiinone 

i ! 


10723 




3 


3-(2-hydroxy-3-methoxybenzyijaenyi)-5.(2- — 
chloroethyl)-2-tndotinone 


10723 




4 


3-{3-bromo-4,5-dihydroxybenzyiidenyi)-5-(2- » 
cWoroethyi)-2-indolmone 


10723 


G 


5 


3-(3,4-diacetoxyoenzyhdeny!)-5-(2-cniorce:hyi)-2H 
indoiinone \ 


10723 


G 


6 


3-(4-hydroxY-3-methylbenzy)iaeny*)-5-{2- 
chforoethyl)-2-mdo»none 

i 


10723- j 
j 




7 j 3H2-bromoi3enzyiideriy*)-5-{2-cnioroetnyi).2- * 

indoiinone | 

j ! 


10723 


G 


8 j 3-(2 ( 4-d!hydroxy0enzyliaenyt)-5-(2-cnioroe:nyl).2- 
I indoiinone 

I 


10723 


G 




9 


3-(2-hydroxy-4-methoxyDenzyaaenyi).5-(2-. 
chloroethyl)-2-indoiinone 




G 


10 


3-(3-bromoDenzyiidenyl)-5-(2-chiorcetriyl)-2- 
indolinone 




10723 


G 


11 


3-{3,5-dj-t-butyl-2-hydroxyDenzyiicenyi)-5-(2- 
chioroethyl)-2-indoiinone 


10724 


A 


I 2 


3-((1-dimetnylam»nonapth^-yi)metnyliaenyt]-5.7- 
dibromo-2-indolinone 


j 10724 

i 


A 


3 


3-(4-hydroxy-3-nitrobenzylidenyl)-5.7-cidromo-2- 
indolinone 


10724 


A 


4 


3-{3-hydroxy-4-nitrobenzyliaenyl)-5,7-dibromo-2- 
mdolinone 


10724 


A 


5 


3-[(8-hydroxy-2.3,6,7.tetrahyaro-iH.5H- 
benzofijJquinoiizin-Q-yOmethylidenyiJ-SJ-dibromo^- 
indolinone 


10724 


A 


6 


3-(3.5-diisopropyl-4-hydroxybenzyiidenyl)-5,7- 
dibromo-2-indoiinone 



r 
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f continued) 



^[(Den 2 o(bjfuraM^.yi) mel nyl,aenyi].5 1 7.c 



PCT/US97/I4736 




3*(3-hydroxy-4.nitroden2ylideny0-5-bromo-4r 
methyl-2-indolinone 
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Table 13 
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10724 


C 


5 


J 3-[(8-hydroxy-2.3,6.7-tetranydro-1H.5H- 

ben2o[ij]quinoii2in-9-yl)methyIicjenyl]-5-bromo-4. 
f methyU2-*ndalinac\e 


10724 


C 


5 


3-(3.5-diisopropyl-4-hydroxybenzyliaenyl)-5-Dforr,o- 
4-methyl-2-indolinone 

i 


! 1C724 


c 


7 


3-l(ben2oIbJfuran-2-yl)methylidenyl].5-Dronr\o-4. 
methyl-2-indolinone 


10724 


c 


9 


3-([1-(4-cniorophenyi)pyrrol-2-yljmetnyl(oenyt)-5- i 
bromo-4-methyJ-2->ndohnone 


10724 


c 


10 


3-((2-ethylfuran-5-yl)me(nyltdenyl]-5-bromo-4- 

metfiyl-2-indolirione j 


10724 


c 


11 


3-((3.4-diinetriylttuenol2.3-blthien.2- J 
yl)methylidenylj-5-bromo-4-melhyl-2-indciinone ' 


10724 


D 


2 


3-[(1-dimetriylaminonaptn-4-yl)metnyirdenykj-5- 
methylaminosuifonyl-2-tndclincne 


10724 


D 


3 


3-(4-hydroxy-3-nurobenzyiiaenyl)-5- ! 
methylaminosuifonyl-2-indolinone 


10724 


D 


4 


3-{3-hyaroxy-4-nitrobenzyiideny()-5- 
methyJaminosulfonyl-2-indolinone 


10724 

i 


D 


5 


3-[(8-hydroxy-2,3.67-tetrahyaro-1H,5H- 
benzo[ij]quinolizin-9-yl)methylidenylj-5- 
methylaminosulfonyl-2-indoimone 


j 10724 
I 

! 


0 


6 


3-(3,5-diisopropyl-4-hydroxyoenzyliaenyl}-5- j 
methyiaminosuJfonyl-2-fndolinone j 


j 10724 


D 


7 


3-{( benzof b)furan-2-yi)meiftyhaeny f )-5- 
methylammosu!fonyl-2-indohnone 


j 10724 


D 


9 


3-[V-(4-cniorophenyl)pyrrol-2-yl]methylidenyl]-5- 
methylaminosuifonyl-2-indolinone 


10724 


D 


10 


3-[(2-ettiylfuran-5-yl)methyhdenyi]-5- 
methylaminosulfonyl-2-indolinone 


10724 


D 


11 


34(3,4-dimethylthieno{2.3-b]thien-2- 
yi)methylidenyl]-5-methylaminosuifonyl-2-indolinone 


10724 


E 


2 


3-{( 1 -dimethylaminonapth-4-yl)methylidenyl)-5-[4- 
(tnfluoromethyl)phenylammosutfonyl]-2-indolinone 
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J -^- h y«l'oxy-».n,trot)enzyliaenyl)-5-f4: 

(tnfIuoro m e.h y( )p h enyiam l no Sul fcn y , ] : 2 . 1 nioi,none 



i'il a ;, h r f ° X> -^ J - b - ' -'etra.iydro.1H.Sflr 



/^ benZOlijl< * U4noU2in - 9 -^^^yWenyll-'5-i4 

I ,, r t« J,3 ^ ,ISOpr ^ yW - h ^ ro ^ D enzyhaenyi)-T(4-- 
I < lr ' fl "orom e ,r, y i; pr ,eny ( am, n o S u lf o ny V2,nVo^e 



J 



., 3 H(oenzo(bJfiiran^-yi) m ethyiiaenyll.5.r 4 r 

(«nfluoromet hy i)phen y .ammos lJ l f on y ,]-2 y -!n d S 1 none 



(tnfluoro m et hy Op h ea y ,a mi nosu,fonyi,-V, n e S! n ^ 



, tri(li 3 i('!-etn y if U ra..-3.yi J metr.yl l denyij-5-[4: 

(tnfluorometh y i,p h en y iam l nosu l fon yl ]-2Hn<!oiinone 



J-l(^,4M3imetnyimieno(2,3-b]triien-2r 
yl)methylidenyl]-5-[4- 




yl)aminosulfonyl-2-indolinone 

3-(4-liyd.ux y -j- ni trobe.nz y i,denyi)- 5 - ( morpnoi 1 nr 
i yl)aminosulfonyl-2-indoiinone 

i 3 -(- 3 - n yoraxy^-niUot ) e n zy| 1 d e n y i)-5-(mo,'pho^ 
i yl)ammosulfonyl-2-indolir.one 



h 3 ;llo-r»ydroxy- < !,j,b,/-tetranydro-lH 5Hr 
benzolulquinolizin-g-yDmethylidenylJ-S-tmorpholin- 
1 yl)aminosulfon y i-2-indolinone 



3 -(J.5-diisopropyi-4-nydroxybenz y iidenyi).T — 
(morpholm- 1 yl)am.nosuifony l-2-indol.none 

J-t(DenzoibJfuran^- y i)meth y iiden y ij-b-(morprioi.n. 
1 y*)aminosulfonyl-2-indoiinone 



JilH4^bioropnen y i)p y rrol-2.yl|methyl l aenyil-5. I 
(morpriolin-l y i)aminosulfon y i-2-jndolinone ' 

o-l(^-etn y ifuran-i>. y i)meth y | 1 den y ij.5-(morpriol 1 n." 
1 yl)aminosulfonyl-2-indolinone 



< 
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J 10724 j F 

■i 


i i 


3-[(3,4-dimemylth;eno(2 ( 3-o]tnien-2- 

yl)methy!idenyl]-5-(morpholin-1yl)aminosu)fonyl-2- 
indolinone 




-T G 


2 


I i -oimetfiylaminonaptA-^-yl)rnetnylidenvi^-5-(2- 
chioroetfiy/)-2-indOffnone 


10724 


G 


j 

t 


3-(4-hyaroxy-3-nitrobenzyhaenyi)-5-(^-cnicrcetnyU- 
2-indohnone 


10724 


G 




3-{3-hydroxy-4-nitroben2yiidenyt)-5-(2-chJo;oethy!)- 
2-indo*inone 


10724 


G 


c 


3-t(a-hydroxy-2,3,6,7-teirahyaro-lH,5H- 
ben2ofij]quinoli2in-9-yl)methylidenyl]-5-(2- 
chtoroethy l)-2-indolinon e 


10724 


G 


o 


3-(3 ,5-dusopropy l-4-hydro*yOenzy Udeny !)-5-; 2 - 
chioroetnyl)-2-indolinone 


10724 


G 


7 


3-[(ben2o(b]furan-2-yl)metfiynaenyi]-5-(2- 
crtioroethyl)-2-indoiinone 


10724 


G 


q 


3-{(1-(4-chloropnenyl)pyrrol-2-yJ]metnyitdenyi]-5-(2- 
chioroethyl)-2-indoiincne 


10724 


G 




3-[(2-ethylfL;ran-5-yl)metnylidenyl]-5-(2-chioroetnyl)- 
2-indotinone 


i Q724 


G 


1 1 


Nj-i(o.4-uirneinyitrneno[i, j-Djtriien-2- 
yl)methylidenyl]-5-(2-cMoroethyl)-2-indoitnone 


10725 


A 




3-{(3-brofnotfiien-2-yl)methyJidenyi]-5,7-dibrorno-2- 
indolinone 


10725 


A 


-> 
J 


3-(2-bromo-6-hydroxy-5-mettioxyoen2ylfoenyt)-5,7- 
dibromo-2-indo(inone 




A 

r\ 




3-[{2-rnetftylfuran-5-yl)methyiidenyi]-5,7-dibrorno-2- 
indoiinone 


10725 


A 


5 


3-ff 3-methviDvrazol-5-vhfTiethvlidenvll-5 7-rfihmmo. 
2-indotinone 


10725 


A 


6 


3-(2-hydroxy-6-meinoxy-4-methylben2y]idenyi)-5,7- 
dibromo-2-indotinone 


10725 


A 


7 


S-fA^^formyipiperazm-l-yObenzytidenyll-SJ- 
dibromo-2-indolinone 
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Table 13 
(continued) 



| 10725 
10725 


A 


8 


3.[4-(morphoi ( n.i-yi)ben2yticenyl]-5.7-dibromo.2. 
indolinone 




A 


9 


^-[[2-chJoro-4-metnoxycarbonyi-3- 
ku«;ino^cafDQnylmethyl)pyrrol.5-yJJme(hyhceny(]. 
5.7<(jbromo-4-metnyl-2-indo(inone 


10725 
10725 


A 

— 


10 


3 *(( 4 -oromo-2-(4-cniorophenyOpyra20l-3- 

y J 'cuiyuaeny 7-dibromo-4-methy i-2-indofinone 




A 


11 


3-[(.mtda20i-4.yi)methy(idenylj.5 ( 7-clibromc^;- 
memy i -m aoltrsone 


10725 
10725 


B 


2 


3-f(3-tjromothien-2-y0metnyiiaenyi].5-ioco.2- 
indolinone 




e . 


3 


3-(2-bromo-to.hydroxy-5-metrioxyt>en2yl t denyi}.5- 
iodo-2 -indolinone 


10725 


B 


4 


3-[(2-metnylfuran-5-yl)metnylideny!J-5-toco-2- 
indolinone 


10725 


B 


5 


3-[(3-metnyipyrazol-5-yi)methyltdenylJ.5-iodo-2- - 
indolinone 


- 10725 


a 


6 


3-(2-hydroxy-o-methoxy^-methytben2yiiaen^5T" 
iodo-2-indolinone 


10725 


B 


/ 


3-[4-(4-formyipiperazin-i.yi)benzyljGenyi]-5- f oao-2-' 
indolinone 


10725 


B 


a 


3-(4-(morpnolin-l -yl)ben2yiiaenyi]-5-ioco-2- 
indolinone 


j 10725 

1 . 


B 


9 


3-{[2-chloro-4-methoxycarbonyi-3- 
^meinoxycarDonylmethyl)pyfrol-5-yl]methyl(denyl]-5- 
iodo-2-indolinone 


| 10725 

j 


B 


10 


3-[[4-bromo-2-(4-cniorophenyi)pyra2oI-3- 
yl]methylidenyi]-5-iodo-2-indojinone 


10725 


8 


11 


^-[(imiaa2ol-4-yi)methyijdenyi].5-iodo.2-indoiinone 


10725 


C 


2 


3-{(3.bromothien-2-yl)methy(ideny!J-5-bromo-4. " 
methyl-2-indolinone 


10725 


C 


3 


3-(2-bromo-€-hydroxy-5-methox7ben2ylidenyi)-'5r" 
bromo-4-methyl-2-indolinon 
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1 U /ZD 




4 


3-[(2-methylfuran-5-yl)methylidenylJ-5-oromo-4- 
metfiyl-2-indoIinone 






c 


3-[{j-methylpyrazol-5-yl)methyiiOenyl]-5-Drcrr.o-4- 
methyl-2-inaolinone 






0 


3-(2-hyaroxy-6-metnoxy-4-metnyiben2yl:aenyi)-5- ' 
bromo-4-methyl-2-indolinone 




p 


7 


3-(4- v ^-formylpiperazin-l-yi)benzylidenyiJ-5-oromo- 
4-methyl-2-indolinone 


10725 


c 


Q 

Q 


3-(4-(morpnolin-l-yt)t3enzyiidenyiJ-b-orcmo-:- 
metliyl-2-»ndoiinone 


10725 


p 


Q 


3-([2-chloro-4-methoxycart>onyl-3- 
(methoxycarbonytmethyl)pyrroi-5-y!]methylfdenyi]-5- 
bromo-4 - rnetti y I- 2 -in d o I i n o ne 


10725 


p 


l u 


3-[[4-bromo-2-(4-chloropnenyi)pyrazci-3- 
yl]methylidenylJ-5-bronr.o-4-methyl-2-indoiip.one 


10725 


p 


i i 


S-ItimidazoM-yOmethylidenyll-S-bromo^-metnyi-Z- 
indolinone 

■ 

i 


10725 

( 


o 




3-((3-bromothien-2-yl)metfiyhdenyij-5- | 
methyIaminosulfonyl-2-indolinone 


1075 5 


n 




3-{2-bromo-6-hydroxy-5-metnoxyDenzylidenyi)-5- 
methylaminosulfonyl-2-indoJinone 


1 H70 Q 

I 


U 


4 


3-((2-methylfuran-5-yl)metnylidenylj-5- 
methylaminosulfonyl-2-maoiinone 


! 1 H70 ^ 


r\ 
U 


5 


3-((3-methytpyrazo;-5-yi)metnyhdenylJ-5- 
methylaminosuifonyl-2-indolmone 




U 


6 


3-{2-nydroxy-6-mecnoxy-4-memyibenzyiiaenyi)-5- 
methyiaminosulfonyl-2-indolinone 


10725 


0 


7 


J v* \^ -for myipiperazin- 1 -yijuenzyiiuenyij-o- 
methylaminosulfonyl-2-indolinone 


10725 


D 


8 


3-{4-{morpholin-l-yi)benzyiidenyl]-5- 
methylaminosulfonyl-2-indoiinone 


10725 


D 


9 

( 


3-([2-chJoro-4-metfioxycarbonyl-3- 
;methoxycarbonylmethyi)pyrrol-5-yl)methylidenylI-5- 
metfiylaminosulfonyl-2-indolinone 
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Table 13 
(continued) 



» ^l^-Dromo^-^-cniorophenyhpy^Qil 



11 



3-k» i 'iUd^ai-4-yi)methylidenyi|-5r 
methylaminosulfonyl-2-indo|jnone 



o-U-Dromo^-hyUioxy-b-met^ 
(tnfluoromethyljpnenyian^mosulfonylK-indoi^ 

J-lK-fnemyiruran-S-yljniemylidenyiJ.S-lT- 
(tnfl U orome.hyl,phenylam,nos U ifonyl].2-,n d ol,none 

/^• fl J * llJ " memy,pyra20| - 5 -y'> meln y"aenyil-S-f4: 
(tnfluoromethyOphenylaminosuHbWwndoinone 

J " ( M n » dr n OXy " 6 " me,nOXy - 4 - meff, y |be ^yl'<3enyi)-5: 
K-dnfluoromemyOphenylaminosulfonyl]-/. 
indolinone 

f ^ l4 " (4 ' f0r ^ y,p,pera2,n - 1 -y , ^ en2 y |,d enyll-5-T4- 
(tnfluoromethyDphenylaminosulfonylJ^-mdolinone 



10 



J-|4-{morpnoiin-i.yi)ben2yiidenyi]-5-f4r 
(tnfluoromethyl)pf le nylam.nosulfonyl]-2-indol 



inone 




3-[{2-chloro-4-methoxycarDonyl-3- 
(methoxycarbonylmethyljpyrrol-S-ylJrnethyhdenyM.S. 
[4-{tnfluofometnyl)phenylaminosulfonyl).2- 



J-||4-bromo-2-(4i3Rlii^^enyi) P yra 2 o|— 

yl)methylidenyl]-5-[4- 

Unmjoromethyl)phenylamino 5u)fonyl]-2- l ndol l none 

~~ J-|(imida2oi-4-yi)metfiylidenyl]-5-[4- 

(trifluoromethyl)pr>eny!aminosulfonyl)-2-indolinone 




3-(^-Dromo-€-hydroxy-5-me!hoxyben2ylidenyi)-S 
(morphotin-l.y|)sulfonyl-2-indolinone 



10725 



o-l^-methyifuran-s-yi)methylidenylj-b-(morpnoi,n-i. 
yl)sulfonyi-2-indolinone 



•J-HJ-methylpyrazoi-b-yOmethylidenylJ-b-imorphoUn. 
1 -y Osulfony I-2 -indolinone 
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10725 


F 


5 


J-(2-riyaroxy-6-metnoxy-4-rnetr!ylt)en2yiicenyi)-5- 
(morphoiin-l-yl)sulfonyl-2-indolinone 


10725 


F 


7 


3-{4-(4.formylpipera2in-1-yi)i)enzyh£3enyl]-5- 
(morphoim-l-y|)suUanyl-2-indQlinor.e 


1Q725 


F 

i 


8 


3-^4-Cmorphoiln-^yl)Den2ylldenyi].5-(mo^pnolln.1- , 
yiJsulfonyl-2-vndolinone 


| 10725 


F 


9 


3-[[2-chioro-4-methoxycarDonyl-3- 
(methoxycarbonyimethyJ)pyrrol-5-yl]methylidenyi)-5- 
(morpholin-1-yt)suifonyl-2-indoiinone 


10725 


F 


10 


3-((4-bromo-2-i4-cnloropnenyl)pyrazoN3- 
yl]methylidenyl]-5-(morphoJin-l-yi)su(;onyl-2- I 
tndolinone • 


10725 

i 


F 


11 


} 3-J(imidazoM-yl)methyU<jer\ylJ-5-(morpnoiin-i - 
yl)surfonyl-2-maoUnone 


10725 


G 


2 


3-[(3-bromotriien-2-y0methyiiceny)j-5-(2- 

chioroe:hyl)-2-indotinone f 


10725 


G 


3 


3-(2-bromo-6-hydroxy-5-methoxyoenzylidenyi)-5-(2- 
chloroethyl)-2-mdolinone 


10725 


G 


4 


3-((2-methylfuran-5-yl)metnyiiaenyij-5-(2- 
chloroetnyl)-2-indo!inone 


10725 


G 


5 


3-[(3-methylpyrazol-5-yl)rr,ethyhaenyl]-5-(2- ~ 
chloroethyl)-2-indotinone 


10725 


G 


6 


3-{2-hydroxy-6-methoxy-4-meinyioenzyiiaenyt)-5- 
(2-chloroethyl)-2-indolinone 


j 10725 


G 


7 


3-[4-{4-formy»piperazin-1-yl)benzyhGeny!j-5-{2- 
chloroethyl)-2-indolinone 


j 10725 


G 


8 


3-[4-(fnorpholin-1-yl)benzyiidenyiJ-5-(2-cnioroethyl)- 
2-indotinone i 


. 10725 


G 


9 


3-{(2-chloro-4-metnoxycarDonyi-3- 
(methoxycarbonylmethyl)pyrrol-5-ylJmethylideny(]-5- 
(2-chJoroethyl)-2-indolinone 


10725 


G 


10 


3-{I4-bromo-2-{4-chloropnenyl)pyrazol-3- 
ylJmethylidenyl]-5-{2-chioroethyi)-2-indolinone 


10725 


G 


11 


3-((imidazol-4-yl)metriylidenyl]-5-(2-cnioroetnyl)-2- 
indolinone 
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Table 13 
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10726 


A 


3 


3-{(2*ethoxycart>onyi-4-metnoxycaroonyU3. 

methylpyrrol-5-yl)methylidenyl]-5,7-dibromo-2- 
indoiinone 


10726 


X A 

! 

i 


4 


3-(3-t-duty l-4-hyaroxy-5-methyiDenzyfrcJeny;>.5. 7- \ 
dibromo-2-indohnone 


10726 


A 


5 


3-H2-bronriofuran-5-yl)methytiaenyl]-5,7-ditromo-2- 
indotinone 


10726 


A 


6 

i 


3-[(1.3-dimethylpyrroi-4-yi)metny|jaer(yij-5,7- 
dibromo-2-indoiinone 


10725 


A 


7 


3-[(5,8-<lihydroxy-1 t 2,3,4-tetrahyaronaptn-6- 
yt)methyJidenyl]-5 ( 7-d!brorno-2-indolinone 

i 


10726 


A 


8 


3-(5-nuoro*2-oxmdol-3-Klenyi)-5.7^t)fomo-2- 
indolinone 


10726 


A 


9 


3-(2-oxmdol-3-idenyi)-5,7-dibromo-2-inaonnone i 


10726 


A 


10 


3-[(2-ethy]thien-5-yl)methylidenylj-5,7-dJbrcmo-2- 
indoltnone 


10726 

i 


A 


11 


3-(4-methoxybenzyhdenyl)-5,7-dibromo-2- 
indoiinone 


10726 


B 


3 


3-[(2-ethoxycarbonyl-4-metnoxycarbonyi-3- 
methylpyrrot-5-y!)methylidenyi]-5-iodo-2-inaohnone 


10726 


B 


4 


3-{3-t-butyi-4-nyaroxy-5-metriyiDenzytiaenyi}-5- 
iodo-2-indoltnone 


j 10726 

I 
I 


B 


5 


3-[(2-bromofuran-5-yl)memyiidenyt]-5-toao-2- 
indolinone 


10726 


3 


6 


3-{(1,3-dimethyipyrrol-4-yl)methyiic)enyl]-5-iodo-2- 
indoltnone 


10726 


B 


7 


3-{(5,8-dihydroxy-1.2.3,4-teirahydronapm-6- 
yl)methy!idenyl]-5-iodo-2-indolinone 


10726 


B 


6 


3-(5-fluoro-2-oxindol-3-idenyi)-5-iodo-2-indoiinone 


10726 


B 

i 


9 


3-[(2-oxindol-3-idenyl)methyiidenylJ-5-iodo-2- 
indolinone 
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Table 13 
(continued) 



l VJ / zo 


□ 


10 


3-fi2'ethyttnten-5-yl)metny»jaeny(]-5-ioao-2- 
indolmone 




n 


1 1 


3-(4-metnoxyben2yiidenyl)-5-ioao-2-inaolinone 


i u / zo 




3 


3-((2-ethoxycarbonyt-4-methoxycarDonyi-3- " 

metnylpyrroi-5-yl)metnylidenyi]-5-bromo-4-,Tiethyl. 
2-indolinone 


1 H72fi 
I u / Zu 


u 

i 


4 


3-(3-t-Uutyi-4-hydroxy-D-meinyiDenzyliaenyi)-5- 
bromo-4-methyl-2-indolrnone ' 

i 


10726 


p 


c 
D 


3-((2-bromofuran-5-yi)metnyhdeny!]-5*bromo-4- 

methyt-2-mdoJinone j 


10726 


i 
I 


a 
o 


3-{{ 1 , 3-dimetnylpyrrol-4-yi)methy lidenyiJ-o-bromo-4- 1 
methyl-2-indotinone 


10726 


p 


7 


j-Kb.o-ainydroxy-1 ,2,3,4-tetranyaronap:h-6- 
yl)methylidenyl]-5-bromo-4-methyI-2-)ndol:none 

i 
i 


1 0726 


p 


o 
o 


3-(5-ftuoro-2-oxindol-3-K3enyi)-5-bromo-4-metnyi-2- ! 

indolinone | 

f 
I 


10726 


c 


q 


3-(2-oxindoi-3-fdenyl)-5-bromo-4-metnyl-2- I 
indolinone 


10726 


p 


I U 


3-{(2-ethyltruen-5-yl)methyiideny:]-5-bromo-4- 
methyi-2 -indolinone 


1 u r ZD 




1 1 


3-(4-methoxybenzylidenyl)-5-bromo^-metnyl-2- 
indoiinone 


f 

I 


r\ 

Lr 




3 : [{2-ethoxycafbonyi-4-metnoxycarbonyN3- 
methyipyrrol-5-yl)methylidenyl]-5- 
methylaminosulfonyl-2-indoiinone 


i i u / zo 

i 


V 


4 


3-(3-t-butyl-4-hydroxy-5-methylbenzyiidenyi)-5- 
methyIaminosuifonyl-2-indolinone 


10726 


D 


5 


ornoiur<in-w~y<^rneinyiiu6nyij-o- 

rnethylaminosulfony!-2 -indolinone 


10726 


D 


6 


3^1.3-dimethylpyrrol-4-yl)methylidenyl]-5- 
methylaminosulfonyl-2 -indolinone 


10726 


D 


7 


3-[(5.8-dihydroxy-1 1 2,3,4.tetrahydronapm-6- 
yl)methylidenyi]-5-methylaminosulfonyl-2-indolinone 
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10726 
10726 


D 


j 6 


J-(5-ftuoro-2-cxjndol-3-taeny()-5. 
met^ylaminosulfonyl-2-indoJinone 


■ 

10726 


I ° 


9 


3 -(*-oxindoi-3.idenyl). 3 -metnyjaminosu3fcny|.2- 
mdolincne 


10726 


D 


10 


^-i(2-ef/iyim(e/?o-yf;.'nefny^deny(].5. 
methyiammosulfonyl-2-»ndotinone 




D 


11 


3^4-n iei noxyoenz y) ,denyr)o-methylamtnosuif5^iri 
2-indolinone ! 


10726 
10726 


E 


3 


3-l(2-etrioxycarDonyi-4-methoxycarDonyi-3: 

methy(pyrrol-5-yl)methylidenyl|-5-{4- 
(trifiuorometriyl)phenylarninosulfonvfl-2-friHniin rt «« 


1 10726 


E 


4 


J-tJ-t-butyM-hydroxy-S-metriyidenzyiiaeny,)^.^ 
(tnfiuoromethyi)pnenylaminosu(fonyfJ-2. l nGoiinone j 




- E 


5 


3-[(2-bromofuran-5-yLjmemyiideny/J-5.[4- 
(tfifluofometfnyf;pherryiam/^csuJfonyl].2.indohnone 


■10726 
10726 


' E 




J "M 1 .3-<i'™thytpyrrol-4-yl)niethylidenyl)-5-(4- ■ 

(tnfluoromethyl)phenylaminosulfonyll-2.indotinone 




E 


7 


3-[(5 l 8-dinydroxy.l .2,3,4-tetrariydronapth-6. — | 
yl)methylidenyl]-5-[4- 

(trifluoromethyl)phenylaminosulfonyn-2-indoliPone 


10726 


E 


8 i 


3-<5-fluoro-2-oxindoJ-3-idenyl)-5-[4. 
(trifiuoromethyl)phenyiaminosulfonyl]-2-indolinone 


10726 


E 


9 


3-(2-oxmaoJ-3-idenyl)-5-[4- 
(trifluorometiiyl)pheny(aminosulfonyl]-2-indolinone 


10726 

• 


• E 


10 


3-[(2-ethyJthien-5-yl)methyiiaenyl|-5-(4- 

(tnfluoromethyl)phenylaminosulfonyl].2-indolinone 


10726 


E 


11 


3-(4-metnoxyDen2yiideny()-5-[4- 
(trifluoromethyl)phenyiaminosulfonyt)-2-indolinone 


1U/20 


F 


3 


3-K2-ethoxycarbonyM-methoxycarOonyi-3- 
methylpyrrol-5.yl)methylidenyl]-5-(morpholin-1. 
yl)sulfonyU2-indolinone 


10726 


F 


4 


3-(3-t-butyi-4-hydroxy.5-methylbenzyndenyl)-5- ' 
(mofpho{in-l-yl)sulfonyJ-2-indolinone 


10726 


F 


5 2 


(-i(2-bromofuran.5-yl)methyiidenyl).5-(morprioitn-1- 
yi)suifonyI-2*indolinone 
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■ 10726 


F 


5 


3-[(1 t 3-dimethyipyrrol-4-yl)methylidenyl]-5- 
(morpholin-l-yl)su!fonyl-2-indoljnone 


t 10726 

! " 


1 F 


| 7 


3-t{5.8-dthycZfoxy-l,2 3 4-tetrahvcranan*h-R 

y^)methyltCeny\}'5-(moruhotin^>yi)sutiony^2- 
indolinone 


10726 


1 • 

! 
1 


3-(5-fluoro-2-oxinaol-3-idenyl)-5-(morphoiin-T- 
yl)su!fonyl-2-indohnane 


10726 




9 


3-{2-oxindol-3-idenyl)-5-(morpnolin-l-yl)su//onyf-2- 
indolinone 


10726 


p 


10 


3.[(2-ethylthien-5-yl)methyhdenyi]-5-(mQrpnolin-i. 
yl)suJfonyl-2-indolinone 


10726 


F 




3-{4-methoxyoen2Yiidenyl)-5-(morphoun-';- 
yl)su)fonyl-2-mdolinone 


10726 


G 


-a 
<j 


3-{(2-ethoxycafDonyl-4-metnoxycaf bony 1-3- I 

metnylpyrro/-5-yl)metnyffdenylJ-5-(2-chloroethyi).2- ! 

indolinone j 


10726 


G 


A 
*♦ 


3-(3-t-t3utyi-4-hydroxy-5-metnyJben2y)ideny!)-5-(2- 
chtoroethyl)-2-indolinone 


10726 


vj 


C 

3 


3^(2-bromofuran-5-yl)metnyiidenyl]-5-(2- 
chloroethyl)-2-indolinone 


10726 


ri 

w 


D 


3-((1,3-dimetnylpyrrol-4-yl)metnylioenyi]-5-(2- 
. chloroethyl)-2-mdolinone 


10726 


G 


7 


3-[(5,S-dihyaroxy- 1,2,3, 4-tetranyaronapih-6- 
yl)methyiidenyl]-5-(2-chloroethyl)-2-indohnone 


10726 


G 


8 


3-{5-iluoro-2-oxindot-3-[denyl)-5-(2-chioroetMyl)-2- 
indolinone 


10726 

v ■ ■ ■ 

i 


G 


9 


3-(2-oxindot-3-idenyl)-5-(2-chIoroet, h iyi)-2-indoiinone 


j 10726 


G 


10 


3-((2-etnylthien-5-yl)methylidenylJ-5-(2-chloroetnyl)- 
2-indoltnone 


10726 


G 


11 


3-(4-methoxybenzylidenyl)-5-(2-chloroethyl)-2- 
indolinone 


10727 


A 


2 


3-(4-diethylaminobenzylidenyl)-5,7-dibromo-2- 
indoiinone 
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10727 
10727 


A 


3 

! 


J -M2. 4 ^'ethyipyrroi-i> : yl)met/iyiidenylJ-5.7K3ibromo. 
2-indolinone 




A 


4 


3-(3-bromo-5^n»oro-2-hycfroxycen^l«i e ny0-5 ( 7- 
dfbromo-2-indolinone 


_j 


10727 

i 


A 


5 


3 -(2-{4-chiorophenylmercapto)benzyiidenylJ-r77" 
dibromo— 2-indciinone 




10727 


A 


6 


3-[<5-chioroDenzodJoxolan-6 yijmetnyiiaenyij-sj. 
dibromo-2-indolinone 




10727 
10727 


A 


7 


3-[(1.4-benzopyranon-3 yOmethyhaenylJ-S,?. ~ 
dibromo-2-indolinone 






A 


8 


>(3-cyanobenzyiidenyl).5.7^lit)romo-2-ndohnone 




10727 
{ 77^ 


A 


9 


J^-cyanobenzyiidenyij-S^-^oromo^^naciinof^ 


10727 


A 


10 


3-(2 t 5-dmydroxybenzyitaeny()-5,/'-dJoromo-2- 
indoiinone 




10727 


A 


11 


3-(2,3-dimethoxyDenzy]]Cenyl)-b,/Hjibromo-2- 

indolinone 


10727 


5 


2 


3-(4-djetnylaminobenzyfidenyi)-5- ( odo-2-maoiincne 


10727 


B 


3 


3-[(2,4-diemyipyrrol-5-yi)methylidenyli-5-iodo-2- 
indalinone 


; 10727 


B 


4 


J-<3-bromo-5-cbloro-2-hydroxybenzyiidenyt)-5Hoao- 
2-indohnone 


10727 


B 


5 


3-[2-{4-chlorophenylmercapto)benzylidenyi]-5-iodo- 
2-indolinone 


10727 


D 
D 


6 


»5-[(5-chlorobenzodioxotan-6-yi)methyitdenylj-5- 
iodo-2-indoiinone 


10727 


B 


7 


J-l(1,4-benzopyranon-3-yOmethylidenyiJ-5-iodo-2- 
indolinone 


10727 


• B •* - 


8 


3-(3-cyanobenzyiidenyl)-5-iodo-2-mdolinone 
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1C727 


B 


9 


3-f 4-cvanohen7\/liripnvl , i-^-tPiHr» o .— — . 


I 


j 10 


v ' w " '/ ^-^y-'criZ.yiHJcnyiy-a-foao-Z-iriOOlinone ' 

j 


1 U / Z. i 


u 
D 


1 1 


\ • w " 1 "* U ,WA 7 ucrity uuci iy »/* J-IOOO-^-lnOOlinon© j 

f 


10727 


c 


2 


3-{4-diethylaminooen2vUdenvn-5-hrnmn-i-motnwr 
2-indolinone 


10727 


c 


3 


3-[(2,4-aietfiylpvrrol-5-vnmethvhdenvn-S-nrrim« a 
mettyi-2-indplinone 


10727 


c 


4 


3-(3-Dromo-5-chioro-2-hvdroxvben2viiaenvn- ;: i 

bromo^-methyl -2-indolinone | 

i 


10727 


c 


5 


3-[2-(4-crilorop?ieriylmercacto)Den2vliaenviu^- 

bromo-4-metny 1-2 -indolinone ; 


10727 


c 


6 


3-[(5-chioroben2oaioxoian-6-vilmethviiaen\-fi]- i i. 
bromo-4*methyl-2-indoitnone 


10727 

| 


c 


7 


3-[(1,4-ben20pyranon-3-yl)methyiidenyl]-5-bromo-4- 
methyl-2-mdolinone 


10727 j C 


8 


3-^3-CVanObeflZVl]nenvh-5-brrirnn-4-me*tnui ? i 

indolinone | 

1 


10727 


c 


9 


indolinone j 

1 


10727 


c 


10 


indoiinone 


10727 


c 


11 


3 -( 2 .^wlTmPthnwhDn7\/liHanw 1 \-^_hrftm^ ^ mnt n^>l "7 
\*» • • leuiuAy uci i*.y iivjci iy i / J Ui (jr iiu-^+ ~ms iny l-^ » 

indolinone 


10727 


D 


2 


3-<4-dietnylammodenzyfidenyi)-5- 
methylaminosuifonyl-2-indolinone 


10727 


0 


3 


3-((2 ( 4^jiethyipyrrol-5-yl)methyiidenylJ-5- 
methylaminosulfonyi-2-indolinone 


10727 


0 


4 


3-(3-bromo-5-chloro-2-hydroxyben2ylidenyi)-5- 
methylamtnosulfonyl-2-indolinone 
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10727 



10727 .: q 



10727 



10727 



10727 



10727 



10727 



"j-l^-(4-cnioropnenyimefcapto)oenzy| 1 oenyi].5.- 
methylaminosulfonyl-2-.ndolinone 



3 ^^'mJ f K b f n " a,0X0,an ^-y'J metn ywen y i]-5r 

j meth y'ani!nosulfonyl-2-indolinone 




„ 3-(4-diethylaminotjen2yiidenyl)-5.74. 
(tnfluoromethyl)phenylaminosulfonyl)-2-indolinone 1 



(tnfluoromethyl)phen y iam,nosultonylJ-2-in<3o'.none 

J-lJ-oromo-5^n l oro^-hydroxyben2y| l denyi)-5-[4T 
(tnfluoromethyljpnenylaminosulfonylj^-.ndolinone 



3-|^.(4-chloropnenyimercapto)benzyi,denyi].5-i4- 
{t n fluoromethyi)phen y tam,nosulfonyl]-2- 1 ndol, n one 

J-|(a-cfilorobenzoaioxolan-6-yl)methyl.denylj-5-[4. 
(trifl U oromethyl)phenylamjnosutfonylj.2-indoiinone 

J-|(l.4-t'enzopyranon-3-yl)metnyl.denyll-5-[4. 
{tnfluoromethyl)phenylaminos U ltonyl]-2-indolir,one 



,, a J-(3-cyanobenzylidenyl)-5-{4^ ' 

(tnfluoromethyljphenylaminosultenylj^-.ndolinone 

j-(4-cyanobenzyudenyl)-5-[4- 
{tnfluoromethyl)phenylaminosu)fonyl]-2-indolinone 



3-(Z.5-dihyaroxyt5enzyiicJenyl)-5.(4- ~ 
(tnfluoromethyl)phenylaminosulfonyl)-2Hndolinone 
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Table 13 
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10727 


E 


1 1 


o-\z,o-airneinoxy -8nzyttcenyl)-5-{4- 
(trifiuoromethyi)phenylam\aasu!fbnyl]-2-indohnone 


10727 


F 


2 


j-\^^iemyiam/nooenzyMaenyfj-o-(rnorprioiin-1 • 
yl)suifonyl-2-indoltnone 


10727 


F 


3 


^-U^.^-aiemyjpyrroio-yt)metriyu<ienyl|-5- 
(morpholin-1-yl)sulfonyl-2-mdof/none 


10727 


F 


4 


° V *•* u ' wihu* j-\*nioru-*-ny uroxy DenzyiJQsny 
(morphoiin-1-yl)sultonyl-2-tndol:none 


10727 


F 


5 


o v M "cuior upnenyimer capiojuenzyliQenylj-S- 
(morpholin-1-yl)suIfonyi-2-indoltnone 


10727 


r 


6 


L\ j^-nioiuuci i^uuiuxoian-o-y i jmeinyiiofinyii-o- \ 
(fT\orpholm-1-y^sulfoay*-2-inaoiinone j 


10727 


F 


I 7 


° W 1 .^"Denzopyrarion-o-yi;rnetnyhdenylj-^- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10727 


F 


a 


^ \*j oi luuci i^y iiucny i y» j - ^rnorpnoiin- i ~yi)SjIicnyl- 1 
2-indotinone 


10727 


F 


9 


\^^y aiiuoeniyiiuenyi^-o-^morpnoiin- 1 -yijsuiTonyl- 
2-indolinone 


10727 ' 


F 


10 


o-\^.3sjinyaroxyDenzynaenyi)-D-(rriorpnolin-l - 
yl)sulfonyl-2-indolinone 


10727 


F 


1 1 


j "l^.o-Qirneinoxy uenzy iiaenyi;o-(rnorpnonn*l - 
yOsuffonyl-2-incolinone 


10727 


G 


2 


J ^^^*einy(arninooenzynGeny[j-o-\ i.-cnioro6tnyi)-2- 
indoiinone 


10727 

- 


G 


3 


*5*H^,*t»aieinyipyrroi-o-yi jmeinynucny 
cfiloroethyl)-2-indolinone 


10727 


G 


4 


3-(3-brorno-5-cfjloro-2-hyoroxybenzyiidenyl)-5-{2- 
chloroethyl)-2-indolinone 


10727 


G 


5 


3-{2-{4-chlorophenylmercapto)denzyiidenylJ-5-(2- 
chloroethyl)-2-indolinone 


10727 


G 

<■ 


6 


3-{{5-chJoroben20dioxolan-6-yl)methylidenyl)-5-(2- 
cntoroethyi)-2-indolinone 



WO 98/07695 



165 



POYUS97/14736 



Table 13 
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10727 


G 


7 


3-U1.4-benzopyranon.3-yi)methyliaenyl)-5-{2- 
chloroetnyi}-2-*n<Jo//ncr.e 


1C.727 


G 


i 9 


3-(3-cyanoDenzyhdenyS)-5-{2-cWcroethyl)-2- 
inaoiinone 


10727 


G 


9 


3-(4-cyanot>enzylideny0-5-(2-chioroetrsyi)-2- 
indoiinone 


10727 


G 


10 


3-{2,5-dihydro)cybenzyhaenyl)-5-{2-chloroetnyl)-2- 
indolinone 


10727 


G 


11 


3-(2,3-dimethoxyoenzylidenyl)-5-(2-cnioroetnyi)-2- 
indoiinone 


10728 


A 


2 


3-12, 5-dimetnoxy be nzy i ideny <t y-5 . 7 -difccc mc -2 - 
inooimone 


10728 


A 


3 


3-(2,6-dimetnoxyDenzyttdenyi)-5,7-dibromo-2- 
indoi/none 


10728 


A 


4 


3-{3,5-dimethoxyDenzyhdenyl)-5,7-didromo-2- 

indolinone \ 


10728 


A 


5 


3-(4-dimetnylammo-2-metrioxybenzylJdenyi)-5,7- 
dibromo-2-indolmone 

! 

i 


10728 


A 


6 


3-((fluoren-2-y))methyiidenyt]-5.7-a:bromo-2- ; 

indoiinone i 


10728 


A 


7 


3-{2-fluoro-3-(tnfiuorcmetny!)benzyiidenyi)-5,7- 
dibromo-2-indolinone 


10723 

• 


A 


6 


3-[2-fiuoro-5-(tnfluoromethyubenzyfidenyl)-5.7- 

dibromo-2-indolinone i 

j 


10728 

I 

■. - 


A 


9 


3-(2-fluoro-€-(tnfluoromethyi)benzylidenyl]-5,7- 
dibromo-2-tndolinone 


10728 


A 


10 


3-(2-carboxymethoxybenzyiidenyl)-5,7-dibromo-2- 
indolinone 


10728 


A 


11 


3-{(4-melhoxybenzodioxolan-6-yi)methyhdenyl]-5.7- 
dibrcmo-2-indolinone 


10728 


B 


2 


3-{2,5-dimetnoxybenzylidenyl)-5-iodo-2-mdolinone 
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10728 


B 


'a 
J 


3-(2 t 6-dimethoxyt>en2yli(3enyi)-5-(0(3o-2-inaoiinone 


I " I 


4 


3-{3.5-dimettioxybenzylic3enyi)-5-iodo-2-inc3ahnor,e 




a 


5 


u-\*4-uiineuiyiamino-^-metnoxyDen2yhdenyl)-5-iOCo- 
2-indolinone 


10728 


3 


! 6 


tv'>uu*cii-^-yi;meiny(faenytj-D-»oao-^-inaoiinone 


10728 


■ a 


7 


«-» i*-4iuuiu-o-^u muur omeinyi)Derizyiigenyl]-5-ioCo-2- 
indolinone 


| 


3 


. 1*- ^uiviu^iwiitr^yijEJcrv^yuQsny (L-o-iqoc-2- 
rndoiinone 


l U / £0 


d 


9 


3-f2 -flu nrO-ft«/ tnfli inrnmof hul \hon?i/nnnn, , c _ . — — -» 

w ^ nuuiu*v \" ,M uuiorneinyi^oenzy tiaeny tj-D-iOQO-2- 
indolinone 


10728 


B 


10 


^^^^afuuxymeirioxyoenzyiioeriy I)-d-(OQ0-2- 

mdolinone | 


10728 


B 


1 -j 


o-^^-meinoxyuenzoaioxoi3n^-yi;rne£nyliQenyi]-5- 
iodo-2-indolinone 


10728 


C 


2 


J iA3*u'rTieincxyoenzynuenyt)-D-orofTi^ 
indoiinone 


10728 

i 


C 




^.o-aimeinoxyoen2yiJuenyi)-o-Drorno-4-rnetnyt-2- 
indoiinone 


10728 


c 


A 


3-(3,5-dimethoxybenzyfidenyf)-5-bromo-4-methy(-2- 
indoiinone 


10728 


c 


c 

O 


3-(4-dimetnylamino-2-methoxyDenzyiiaenyl)-5- 
bromo-4-methy!-2-indoiinone 


10728 


c 


6 


3-f(fluoren-2-vi)metnviidenvn-5-Dromo-4-methvi-2- 
indoiinone 


10728 


c 


7 


3^2•fluon>3-(trifiuoromethyl)benzyildenyi]-5-bromo- 
4-methyl-2-indolinone 


10728 


c 


8 


3-{2-fluoro-5-(triftuoromethyl)benzylidenyl]-5-bromo- 
4-methyf-2-indoiinone 
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^z-riuoro^-(thfluorometnyl)benzyi,denyi!.5-H?S^ 
4-methyl-2-indoiinone 




1 



168 

Table 13 
(continued) 



10728 


E 


5 


3-f 4-dimsthvlamino»2-m^Thny\/ nonTuh/ionw*\ c />• 
(trifluoromethyl)phenyiarninosulfonylj.2-indo]inone 


j 10728 . 


E 


6 


3-f(fiuoren-2*vli/nerhvffriPnvn-^-f^i 
(trifluoromethyl)phenylaminosuifonyi]-2-indolinone 


10728 


E 


7 


3-f2-f1UOrQ-3-/triflLiorompjhvnhon7\iiiHorn#ii c 
(trifluoromethyl)phenyiaminosuifonyl]-2-indoiinone 


10728 


E 


8 


3-f2»fluoro-5-ftrifluorompthvnhpn7vh*"fo«tyji ia ""* 
(trifluoromethyl)phenylaminosulfonyl]-2-mdolinone 


10728 


E 


9 


3-{2-fluofo-€-/trjftuorQmethvt^hpn7\/itfi»r»wii ^ m 
(trifluoromethyI)phenyiaminosuJfony]]-2-indolinone 


10728 


E 

i 


1 ° 


3-(2-carOOxvmetTKJXVDenzv Udervvt\- S .J 4- 
(tnfluoromcthyl)phenylarninosulfonyl]-2-indoiinone 


10728 


E 


11 


3*ff4-metnoxvb6nzodiQ3coian^5-wi^mAfri\jhHoni/ii ^ 

» i\ ■ • »w»j j ww iiAuuiuAwioi y f y j i icvi iy uucriy 

[4-(trifluoromethyl)phenyiaminosuUonyil-2- 
indoitnone 


10728 


F 


2 


3-(2.5-dimethoxvben2vljaenvn-5wmornhG]in-''. - 
yl)aminosulfonyl-2-indolinone 


10728 


F 


3 


3-(2,6-dimethoxyben2yijdenyi)-5-(morpnotin-1 - 
yl)aminosulfonyl-2-indolinone 


10728 


F 


4 


3-f 3 5-dimethoxvDenzvlidenvn-5-/mQmhQjin-i - 
yi)aminosulfonyl-2-indolinone 


10728 


F 


5 


3^4-diniethvlarninn-?-rnpfrifiYvripri , y\yli'iAnvl\-^-. 

\ ~ uhiicii iyiai • in 'u £. 1 1 icii iwAy ucj n jelly I J* j* 

(morpholin-1-yl)anninosulfcnyl-2-(ndolinone 


10728 


F 


6 


yi)aminosuJfonyI-2-tndolinone 


10728 


F 


7 


(morphdin-1-yl)aminc5uifonyl-2-indolinone 


10728 


F 


8 


3-[2-fluoro-5-(tnfluoromethyl)benzyhdenylj-5- 
(morpholin-1-yl)aminosu]fonyi-2-indoiinone 


10728 


F 


9 


3-{2-fluoro-6-(trifluorometnyl)0enzylidenyl]*5- 
(morpholin-1-yl)aminosuifonyl-2-indolinone 


10728 


F 


10 


3-(2-carboxymethoxybenzylidenyl)-5-{morpho(in-1- 
yl)aminosuJfonyl-2-indolinone 
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10728 

* 07TO 


F 


11 


S-if^-methoxybenzoaioxolan^-yij^etnynaenyii-s- 
(morpholin-1-yl)aminosuJfonyl-2-indolinone 


1 

10728 I cF~ 


2 

3 " 


J-(2.5nlimetnoxybenzyi ( aenyrrj.5-(2<nioroetny0.2- 
indolinone 

3-(2 ( 6-dimetnoxyben2y| f aeny0-5.(2<hioroeihyi).2-"l 
indoiinone ■ 


10728 


I' * 


4 


3-(3,5-d I memoxybenzyi.denyl)-5-(2H:h!oroethy/)-2. 
indoiinone 




G 


5 


3-{4-dimethyJamino-2-metnoxvbenzy*iOefiy/)-5-(2. 
chloroe£hyl)-2-wxjhotirw5ne 


10728 


G 


6 


3-!(nuoren^-yi)memy|jdenyfj-5-{2-chloroethyi)-2- 
indoiinone 


10728 


G 


7 


3-{2-nuoro-3-(tnfluoromethyJ)ben2ylidenyi]-5-(2- , 
chioroetriyl)-2-indolinone ( 


10728 


G 


8 


3-[2-fluoro-5-(tnfluoromethyi)benzyliaenyl]-5-(2- 
chloroethyi)-2-indoiinone 


10728 


G 


9 


3-l2-nuoro-6-(tnfluoromethyi)benzylidenylJ-5-(2- 
chloroethyl)-2-indoJinone 


10728 * 

! 


G 


10 


3-(2-carboxymethoxybenzyiioenyl)-5-(2- 
chioroethyi)-2-fndolinone 


iu/^o | (J 


11 


3-{(4-methoxybenzoaioxolan-6-yi)methyiiaenyf]-5- 
(2-chJoroethyl)-2-mdolinone 




A 


2 


J-[(2-methoxynapth-l-yl)methy(tdenyl)-by-dibromo- 
2-indoJmone 


10729 


A 


3 j 


Hi 1 -metnoxy napth-4-y l)methyliaeny ij-5. 7-dibromo- 
2-indolinone 


10729 


A 


4 


J-{4-metnyimercaptobenzylidenyl)-5,7-dibromo-2- 
indotinone 


10729 


A 


5 ; 


i-l(3-methyltnien-2-yl)methylidenyi].5,7-dibromo-2- 
indoiinone 


10729 


A . 


6 


3-(3-phenoxybenzylidenyl)-5,7-dibromo-2- 
indoiinone 
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10729 

i 


A 


7 


3-[(Dyrid-2*vl)metftviidenvll-5 7-dihrnmn ? 
indolinone 


10729 


A 


8 


WHY 1 iw-j-yiyii icinynaenyijo, / -0iDron>O-2~ 
indolinone 


I 


9 


^ tlHyiiu^-yijmcinyiiaeny ijo, /~ulDr0fTI0-2* 

indolinone 




1 A 

» r\ 


10 


L \r*7 • ^»"wm • i j- i^wci ity iiuci iy ij- j , / ■vJlUruiTlQ-^ - 

indolinone 


10729 




1 1 


3-f{cvcionexen-3-v!lmethvlidenvil-S 7.nihfAm« -> 
indotinone 


10729 




2 


3-{(2-fneinoxvnaott\-1-v f iMTietnvUd^nvii-S-4Artni ? 

indolinone ! 


1G72Q 




3 


3^{1-rnethoxvnaoth^-vi^methvlicienui)-^-toriA o 

indolinone j 


10729 


B 


4 


3-(4-methyimercaptobenzyiidenyl)-5-ioao-2- 
indolinone 


10729 


B 


5 


3-f(3-meinvUhien-2-vllmethvlidenvil-5-io^n-?. 
indotinone 


10729 


B 


6 


3-{3-ohenoxvbenzvlfdenvn-5-iodo-2-indriitnnnfa 


10729 


B 


7 


3*f i 0VriQ-2-vi )rn&thvlid£n\/l1-5-ionn-9-inrt rilinnna 


10729 


B 


8 


3 -/ f DVfid- 3— V n 1 1\ Vtld ^ n V 1 1- ^-i n ffrt- 2 - 1 nrtn i 1 n n n a 


10729 j B 

i 


9 


3-f I OVrid-^-vltmPf hvliripnull-S-mr1n.9-inrtnlm^ino 
, UH7 ,,IJ ^ yi/iiicij lyiiuciiyij j-iuuU't-inQOiinune 


i 10729 


B 


10 


3-[4-(pyrroiidin-1-y0ben2ylidenyl)-5-iodo-2- 
indolinone 


10729 


B 


11 


3-{(cyciohexen-3-yl)methylidenyI)-5-iodo-2- 
indolinone 


10729 


C 


2 


3-[{2-methoxynapth-1-yl)methylidenylJ-5-bromo-4- 
methyl-2-indolinone 
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10729 




3 


3-{( 1 -metnoxynaptn-4-y0methyii w ^ny lJ^-bfomo-4- 
methyl-2-indoiinone 


10729 


c 


4 


3-(4-methylmercaptobenzylidenyl)-b-bromo^- " 
methyl-2-indoiinone 


10729 


c 


5 


3^f3HTiett^l!hien.2-y*;/nemyl/cenylJ-b-bromo^- J 
methyI-2-indolinone j 


10729 


c 


6 


o-{3-phenoxybenzyiJdenyl)-5-bfomo^.methyl-2- 
mdohnone 


10729 


c 


7 


3-I(pynd-2-yl)methyiiaenyl]-5.bromo-4-methy|.2- " 
indolinone 


10729 


c 


a 


3-[(pynd-3-yl)memylidenyl]-5-bromo-4-methyi-2- ' 
indolinone 


10729 


c 


9 


3-((pynd^-yi)methylidenylJ-5-bromo-4.methyi.2-"" 
indolinone 


10729 


c 


10 


3-[4-(pyrroiidin- 1 -yl)benzyiideny l]-5-bromo-;~ 1 

methyl-2-indolinone 


10729 


c 


11 


3 -{(cyclohexen-3-y l)methy lide ny l]-5-bromo-4- 

melhyi-2-indofinone i 


10729 


D 


2 


o-[(2-methoxynapth-1-y])metnyfcaenyi]-5- 
methylaminosu(fonyl-2-indo(inone 


10729 


D 


3 


3-[(1-methoxynaptn-4-yl)methylidenyij-5- 
methylaminosutfonyl-2-indolinone 


10729 


D 


4 


3-(4-methyimercaptobenzylidenyl)-5- 
methylaminosuJfonyt-2-indoltnone 


i 10729 


D 


5 


34(3-methylthien-2-yi)metnylidenyl)-5- 
methylaminosulfonyl-2-indoiinone 


10729 


D 


6 


3-(3-pnenoxybenzylidenyJ)-5-metnylaminosuifonyl- 
2-indohnone 




0 


7 


3-[(pynd-2-yf)methylidenyl]-5-metnyiaminosulfonyi- 
2 -indolinone 


10729 


D 


8 


3-[(pyrid-3-yl)methylidenyl]-5-methyiaminosulfony(. 
2-indoiinone 
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10729 


A 


7 


w ivkj 1 ^ ^-yi)i i icm tyiiuenyij-o, / ^ioromo-2- 
indoiinone 


10729 


A 


a 


3-[(pvrid-3-v0mettivlidenvl]-5 -> — 
indolinone 


10729 


A 


9 


3-f(pvnd-4-vl)metrivhdenvll-5 i | 
indolinone 


10729 


A 


10 


3-[4-{pyrrolidin-l-yi)benzviiaenvll-5 7-dibromn.:> 
indolinone 


10729 


A 


11 


3-[(cyclohexen-3-yl)methvlidenvJl-5 7-dibmmn -> — 
indolinone 


10729 


1 3 

1 

i 


2 


34(2-methoxvnaptn-l -vi>methvUdenvil-5-inrtn.? 
indolinone 


10729 


B 


3 


3-[(1-meinoxynaDth-4-vi)methviidenvfl-5-inrift 9 
indolinone 


10729 


B 


4 


3-{4-metnyimercaptooenzyiioeny))-5-iodo-2- 
indolinone 


10729 


6 


5 


3-({3-methylthien-2-yl)methylidenyl)-5-jcco-2- 
indoiinone 


10729 


3 


6 


3-{3-ohenoxvben2vhdenvh-5-iorin-9-inrio)rnon£a 


10729 


5 


7 


3-[(pyrid-2-vtlmetnvhdenvn-5-iodo-2-incntinnno 


10729 


B 


a 


3W{DVnd-3-VlifTietftvhaenvlT»5»rorfn-7-rnnn(inrir»Q 


10729 


B 


9 


3-I(pyrid-4-vl)metnvlidenvll-5-iodo-2-(ndoiinnn<a 


10729 


B 


10 


3-[4-(pyrroiidm-1 -yl)benzytidenyl]-5-iodo-2- - 
indolinone 


10729 




11 


3-KcycJohexen-3-yl)methyiidenyl)-5-ioao-2- 
indolinone 


10729 


C 


2 


3^(2-methoxynapth.1-yl)methyltdenyl]-5-bromo-4^" 
metnyl-2-indolinone 



i 
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10729 


C 


3 


3-{(1-methoxynapth-4-yl)metnyltdenyl]-5-Dromo-4- i 
methyl-2 -indolinone 


10729 _ 




4 


3-(4-methylmercaptooenzyifdenyl)-5-bromo-4- 
methyl-2-tndohncne 


10729 


C 


5 


3-{(3-methylthien-2-yl)methyltdenyl]-5-Dromo-4- 
methyl-2-indolinone 


10729 


c 


6 


3-(3-phenoxybenzylidenyi)-5-brorr,o-4-metnyl-2- 
indoiinone 


10729 


c 


7 


3-[(pyrid-2-yi)methy(idenyt)-5-bromo-4-methyl-2- ~" 
indolinone 


10729 


c 


3 


3-[(pynd-3-yl)methylidenyi]-5-bromo-4-methyt-2- 
mdolinone 


10729 


c 


9 


3-{(pynd-4-yf)methylidenylj-5-brc!r»o-4-metnyl-2- 
indolmone 


10729 


c 


10 


3-[4^pyrrolidin-1-yi)benzyiidenylj-5-bromo-4- 
methyl-2-indolinone 


10729 


c 


11 


3-((cyclohexen-3-yi)metnytidenyi]-5-bromo-*- 
methyi-2-indolinone 


10729 


D 


2 


3-[(2-methoxynapth-l-yi)metriyhdenyi]-5- 
methylaminosulfonyI-2 -indolinone 


10729 


D 


3 


3-{(1-methoxynaptn-4-yl)methyiidenyi]-5- 
metfiyJaminosulfonyi-2-indoiinone 


:0729 


D 


4 


3-(4-methylmercaptobenzyljdenyi)-5- 
methytammosulfonyI-2-indolinone 


I - -10729 


D 


5 


3-((3-methyttftien-2-yi)methyndenyi)-5- 
methylaminosulfonyl-2-indolinone 


10729 


D 


6 


3-(3-phenoxybenzyiidenyl)-5-metnyiaminosulfcnyi- 
2-indoiinone 


10729 


D • 


7 


3-[(pyrid-2-yi)methylidenyl]-5-methytaminosulfonyi- 
2-indottnone 


10729 


0 


8 


3-{(pyrid-3-yl)methyhdenyl)-5-methylaminosulfonyl- 
2-indolinone 
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! :0729 


0 


9 


3-((pynd-4-yi)methylidenyl]-5-methylaminosuifonyl- 
2-indoljnone 

i 


10729 - 

I 


D 


10 


3-f4-( Dvrrolidin-1 -vObenzviidenvll-5- ! 
methylamtnosulfonyl-2-indolinone 


10729 


D 


11 


3-[(cycioMexen-3-yt)metnylidenyl]-5- 
methylaminosulfonyl-2-tndohnone 


10729 


E . 

i 


2 


3-{(2-methoxynapm-l -yljmethyiideny lj-544- 
{trifluoromethyl)phenyiarninosulfonyi]-2-jndotinone 


10729 


E 


3 


3-{( 1 -metnoxynapth-4-yi)methyJ»deny l]-5-[4- 
(trifluoromethy()phenylaminosulfonyl]-2-indolinone 


10729 


E 

i 

i 


1 


3-(4-fnethylmercaptGben2ylidenyl)-5-{4- 
(triffuoromethyJ>pheny^aminosulfonyt)-2-!ndol;none 


10729 


i E 

I • 

I 


5 


3-[(3-metMylthien-2-yl)methytadenyij-5-[4- 
(trifluoromethyl)phenyiaminosuifonyl]-2-indolinone 


10729 


E 


6 


3-{3-phenoxybenzyijdenyi)-5-[4- 
(tnfluorornethyi)phenylaminosuifonyl]-2-indolinone * T 


10729 


E 


7 


3-((pynd-2-y()memytiaenyl]-5-{4- 
(trifluoromethyl)phehylaminosuifonyf]-2-mdoIinone ' 


10729 


E 


8 


3-[(pynd-3-yl)methyl/deny(]-5-(4- 
(trinuoromethyl)phenylaminosuifonyIJ-2-indoiinone 


10729 




9 


3-[(pynd-4-yl)methyiidenyl]-5-[4- 
(trifluorofnethyi)pheny(aminosuifonyl]-2-indotinone 


10729 


E 


10 


S44^pyrrotoin-1 -yt)ben2yttderrytl-5-j4- 
(trifluoromethyl)phenylaminosu(fonyi]-2-indoiinone 


10729 

t 
I 


£ 


11 


3-{(cyclohexen-3-yl)methyiidenylJ-5-(4- 
(trifluorornethy!)phenyiaminosu(fonyl]^2-indolinone 


j 10729 


F 


2 


3-((2-methoxynaptn-l-yl)methyliaenyl]-5- 
(morpholin-1-yl)aminosulfonyl-2-indolinbne 


10729 


F . 


3 


3-({1-methoxynapth-4-yl)methylidenyl]-5- 
(morphoJin-1-yl)aminosulfonyl-2-indoiinone 


10729 


F 


4 


3-(4-melhylmercaptoben2ylidenyl)-5-(morpholin-1- 
yl)aminosutfonyl-2-indoltnone 
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10729 


F 


5 


3-[(3-methyltnien-2.yl)metnylidenylJ-5.(morphohn-i. 
yl)aminosuifonyl-2-indoiinone 


10729 


- . F 


6 


3-(3-phenoxyDenzyiiaenyl)-5-(morphoiin-1- ' " 
yl)aminosuifonyl-2-indolinone 


10729 


F 


7 


3-[(pynd-2-yl)methylidenyl]-5-(morpno5mo- 
yl)aminosulfonyl-2-indotfnone 


10729 


F 


8 


3-[(pynd-3*yi)methyltdenylJ-5-(morpnohn-i - " 
yOaminosulfonyl-2-indolinone 


10729 


F 


9 


3-[(pynd-4-yi)methylidenyl]-5-(morpnonn-i- 
yl)aminosulfonyi-2-tndoiinone 


10729 


F 


10 


3-{4-(pyrro»idm-1-yl)tienzylidenyiJ-5-{morpnohn-1- 
yl)aminosulfonyl-2-mdolinone 


10729 


F 


11 


S-KcyciohexenO-ylJmethylidenylJ.ij-'morpnoiin-l- 
yl)aminosu4fony»-2*iaaotinone 

i 


. 10729 


G 


2 


3-((2-metrjoxynaptn-l-yj)metnyiidenyi]o.(2- 
chloroethyi)-2-indolmone 


10729 


G 


3 


3-{(1-methoxynaptft-4-yl)methyl!denyij-5-(2- 
ch!oroethyl)-2-indoiinone 


10729 


G 


4 


3-(4-methylmercaptoDenzyliaenyl)-5-(2- 
chloroethyi)-2-indotinone 

I 


10729 


G 


5 


3-[{3-metnyithien-2-yl)methyJidenylj-5-(2- 

cnioroethyl)-2-indotjnone } 


10729 


G 


6 


3-{3-phenoxy0enzyiidenyl)-5-(2-ch»oroetnyl)-2- 
indottnone 


10729 


G 


7 


3-[(pyrid-2-yl)methyhdenyl],5-(2<hloroetriyl)-2- 
indolinone 


10729 


G 


8 


3-|(pynd-3-yl)memyiidenyl]-5-(2-chioroethyl)-?I 
indolinone 


10729 


G 


9 


^(pynd-4-yi)methyhdenyil.5-(2-cnioroethy0-2. 
indolinone 


10729 


G 


10 


3-( k 4-(pyrrolidin-1-yl)benzyhdenyll-5-{2-chioroethyl)- 
2-indoiinone 
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; 10729 


G 


1 1 


j U^yv*iUMe*en-j-yi;meinyNuenyij-o-^-cnioroethyl)- 
2-indolinone 


j 10730 - 


-I A 

i 


2 


3-(2,3,4-tnrnetr)oxybenzvlidenyi)-5, 7-diDrorno-2- 
indolinone 


10730 


A 


3 


*■* V*-«^» J 11 " ' icif iL)Ayucnzyiiuenyij-o ( / -Gioromo-2- 

mdolinone 


10730 


A 


4 


3-^3 4 .S-t nmAf ho Y\y hen?u ii(ionwll.^ 7 HiK*-*-****** -1 
v 0 ■ ^1 >^ »»»cu lUAyuci i*.y uutsi iy i / -ulDromo*^- 

indolinone 


10730 


A 


5 


IV' auciy im mui-o-yi^meiny iiuenyijo, / -Cioromc-2- 
indoUnone 


10730 


A 

I 


6 


5, 7-dibromo-2-indofrnone 


10730 


A 


7 


"w upucnyiy iui an- J y 'jrneinyiicsflylj-j, /- 
dibromo-2-indolinone 


10730 


A 


8 


3-f/?-f hlnfrtOMinolirt."\-v/l^rr , »athv*Jirtonwi] ^ 7 HiHm r-r* 

uui u^un iuhi i*o~y lyiucu ly iiuci lyi j-o , / -Qluromo- 

2-indotmone 


10730 


A 


9 


yl)metiiylidenyi]-5,7-dibromo*2-tndolinone 


10730 


A 


10 


j't^.o^irneinoxyieirsnyurorursn- 
yl)melhylidenyJ]-5J-dibromo-2-indoiinone 


10730 


A 




o-l^,o-uirneinyiruran-o-yijmeiriy noenyijo, / 
dibromo-2-indolinone 


10730 


B 




3-{2 T 3,4-tnmctl"ioxybenzylidenyt)-5-iodo-2- 
indolinone 


10730 


3 


3 


^"\i,4,o-inrneinoxyDcnzyiioenyi;-o-ioao-2- 
indolinone 


10730 


B 


4 


3-(3,4,5-trimethoxyben2ylidenyl)-5-iodo-2- 
indolinone 


10730 


3 


5 


3-{( 1 -acety lindot-3-y0methylidenyl]-5-iodo-2- 
indolinone 


10730 


B 


6 


3-((6-chloro-1,4-benzofuranon-3-yl)metriyiidenyl]-5- 
iodo-2-indolinone 
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10730 



3-{2-{(2-chloropaenyj)fufan-5-y^methyitoenyij.5: 
/odo-2-*ndoiinone 



| 10730 

| 

■ 




8 


3-[(2-chioroquinotin.3-yl)metnyitaenyi)-5-)oac-2- — 
indolinone 


10730 


B 


9 


3-[(6,8-dibromo- 1 ,4 r Denzoruranon-3- 

yf) m ethy!idenyl|-5-iodo-2-indohnnn« 
* * t / i »ww*^ ^> ii luwiif lone 


10730 


B 


10 


3-((2 t 5^imethoxytetrahydrofuran-3- — 
yl)methyhdeny(]-5-iodo-2-indQlinonp 


10730 


3 


11 


34(2,3^imethylfuran-5-yl)methyi]denyl].5-*oco^~" 
mdoiincin*» 


10730 


C 


2 


3-(2 t 3,4.inmetnoxybenzyitdenyl)-S-bromo-4-metny!- 
2-indoiinonc 


10730 


C 


3 


3-(2,4.5-tnmethoxyben2ylidenyi)-5-Dromo^-methyi-" 
2-*indolinon<* 


10730 


C 


4 


a^S^.S-tnmethoxybenzylidenylj-Srdromo^-meiiTyT 
2-indolinone 


10730 


c 


5 


3-[(1-acetylmdol-3-yl)methylidenyi].5-bromo^;- > 
methyl-2-indoJinone 


10730 


c 


6 


S-^e-chloro-l^-benzofuranon^-yOmethylidenyfJ-S- 
bromo-4-methy!-2-indo!inone 


10730 j 


c 


7 


3-(2-t(2-chlorophenyl)furan-5-yj]methylidenyi].5- 
bromo-4-methyi-2-tndoUnone 


10730 


c 


8 


3-[(2-chloroqumoiin-3-yl)methylidenyi]-5-bromo-4- 
metfiyl-2-indolinone 


10730 


c 


9 


3-[(6,8-dibromo-l ) 4-benzofuranon-3- 
yl)methylidenyl]-5-bromo-4-methyl-2-indoiinone 


10730 


c 


10 


3-[{2, 5-dimethoxy tetrahy drof uran-3- 
yl)methylidenyl]-5-bromo--4-methyl-2-indolinone 


10730 


c 


11 


3-[(2,3-dimethyifuran-5-yl)methyiidenyl]-5-bromo-4- 
methyl-2-indolinone 


10730 


D 


2 


3-(2,3,4-tnmemoxyoenzylidenyl)-5- 
methytaminosulfonyl-2-indoiinone 
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10730 

i ■ 


D 


3 


3-(2.4.5-tnmetnoxyoenzyhdenyl)-5- 
methylaminosulfonyl-2-indoUoorie 


10730 


D 

i 


4 


3-(3,4.5-tnmethoxyDenzyiidenyl)-5- 
methylaminosuifonyl-2-indoiinone 


10730 


D 


5 


3-|(1-acetytinaol-3-yl)methyUcenyi|-5- 
methylaminosulfonyl-2-indo:incne 


^0730 


D 


6 


| 3-{(6-chloro-1 .4-Denzofuranon-3-yl)metnyiidenyil-5- 
methylaminosulfonyU2-indolinone 


10730 


D 


7 


3-(2-[(2-chlorophenyl)furan-5-yljmethyiiGenyt]-5- 
meihyiaminosuironyl-2-indolinone 


10730 


0 


8 


3-((2-chtoroquinolfn-3-yl)metnyUaenylj-5- 
methylarntnosuttonyi-2-indoiinone 


10730 


D 


9 


S-Ke.S-dibromo-l^-oenzohjrancn-S- 
yJ)methy1idenyl)-5-memylaminosuifonyl-2- 
indolinone 


10730 


D 


10 


3-((2,5-dimethoxytetrahydrofuran-3- 
yl)methylidenyl]-5-methylaminosulfonyl-2- 
indoiinone 


10730 


D 


11 


3-{(2.3-dinnetnylfuran-5-yl)methyi)denyl]-5- 
methylaminosuifonyl-2-indoiinone 


10730 

i 


E 


2 


3-{2 t 3,4-tnmethoxybenzylidenyl)-5-i4- 
(trifluoromethyl)phenytaminosuJfony(]-2-:nccljnone 


j 10730 

I 

I 


E 


3 


3-(2,4,5-trimetnoxybenzylidenyi)-5-[4- 
(trifluoromethy()phenyiaminosulfonylJ-2-(ndolinone 


10730 


E 


4 


3-(3 ( 4,5-tnmethoxybenzyIidenyl)-5-[4- 
(trifIuoromethyl)phenylaminosulfonyl]-2-inaolinone 


10730 

i 


E 


5 


3-[(1-acetyiindol-3-yi)methyl(denyi]-5-(4- 
(tnftuoromethyl)phenylaminosulfonyi]-2-indotinone 


10730 


E 


6 


3-[(6-chioro-1,4-benzofuranon-3-yl)methy(ideny(j-5- 
[4-(trifiuoromethyl)phenytamrnosuIfonyl]-2- 
indoiinone 


10730 


E 


7 


3-{2-((2-cniorophenyl)furan-5-ylJmethylidenyl]-5-[4- 
(trifiuoromethyl)phenylaminosulfonyl]-2-indolinone 


10730 


E 


8 


3-[(2-ch(oroquinolin-3-yl)metnytidenyt)-5-(4- 
(trifluoromettiyl)phenylaminosulfonyl]-2-indolinone 
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10730 


E 


9 


3-[(6,S-<nbromQ-'V,4-i>eiirosurana^3- 
yrjmetoy4idenyifJ-5-j4- 
{ tnSaoromettiy ftohe nv iarnmosutfon . i n ri n 1 « 


10730 


c 


10 


3-((2, 5-dimethoxytetranydrofuran-3- 
yi)methylidenyf]-5-[4- 
(trifluoromethvnDhenvlaminosLilfQriviu^-irirfrthrt^^^ 


10730 


E ' 


11 


3-[(2 t 3-dimemyifuran-0-yl)methytideny^S-^4- ""{ 
(tnnuoromethyi)phenylaminosu]/onyf]-2-fnao/inone j 


10730 


F 


2 


3-(2.3,4-tnmethoxyben2yhdeny()-5.(morpholin-i- 
yl)suifonyl-2-indolinone 


10730 


F 


3 


3-(2,4 ( 5-tnmetrioxybenzyiidenyi)-i)-(rnorpnoJin-"T^~ 
yl)sulfonyi-2-indalinone 


10730 


F 


4 


3-(3,4 v S'lrjn;etnoxyben2yhaenyl>-5-(morpnoiin-l - 
y l)su tfonyi-2-ifido*frajne 


10730 


F 


5 


3-[(1-acetyhndol-3-yl)memylidenylJ-5-{morphonn-l- ] 
yi)sulfonyl-2-indolinone | 


10730 


F 


6 


3-[(6^chtoro-1 ( 4-tien2ofuranon-3-yl)metnyliaenyi]-5- 
(morphotin-1-yl)sulfonyl-2-indolinone 


10730 


F 


7 


3-[2-[(2-chtoropnenyI)furan-5-yt]metfiyliaenyl]-5- 
(moiphoiin-1-yJ)su!fonyl-2-indolinone 


10730 


F 


8 


3-[(2-chlorcquino!tn-3-yl)methyiideoyi]-5. 
(morpholin-1-yl)sulfonyt-2-tndolinone i 

\ 


10730 


F 


9 


3-[(6.8-dfDromo-1,4-benzofuranon-3- 
yl)methylidenyJJ-5-(morphoJin- 1 -yi)sulfony 1-2- 
indoiinone 


10730 ! 


F 


10 


3-{(2. 5-dimethoxy tetrahydrofuran- 3- 
yl)methylidenyl]-5-(morphoIin-1-yi)sulfony|.2- 
indolinone 


10730 


F 


11 


3-[{2 t 3-dimethylfuran-5-yl)methyhaenyt]-5- 
(morphoiin-1-yl)sulfonyl-2-indolinone 


10730 


G 


2 


3-{2,3,4-tnmethoxybenzy!idenyl)-5-(2-cniofoethyl)- 
2-indolinone 


10730 


G 


3 


3-(2,4,5-tnmethoxybenzylidenyt)-5-i2-chloroethy()- 
2-indolinone 


10730 


G 


4 


3-(3,4,5-trimethoxybenzylidenyl)-5-(2-chtoroethyi)- 
2-indohnone 

— — _ i 
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10730 


c 

w 


c 
O 


3-[( 1 -acetylindol-3-yl)methyiidenyi j-o-(2- 
chloroethyO-2-indolinone 


10730 
I 10730 


ri 
\j 


O 


3-[(6-chloro-1 .4-benzofuranon-3-yl)metnyijaenyi]-5- 
(2-cnioroethyl)-2-indolinone 




si 

w 


7 

f 


>i^-[(2-chlorophenyl)furan-5-yl]methyiiaeny!]-5-(2- 
chloroethyl)-2-indolinone 


10730 


Q 


Q 


j ll*^niurQquinoHn-j-yi)rnetnyiiaenylj-5-(2- 
chlorpethyl)-2-indolinone 


10730 




Q 


j-[(o,a-cii£3ramo-l .4-Denzonjranon-3- 
y0memylideny)J-5-(2-chioroetnyi)-2-indoiinone 


10730 


ri 
\j 


10 


3-{(2,5-<iiTT%eit\oxyteirahyarofuran-3- i 
yi)metrryJ!de/3yrfJ-5-(2-ch/oroethyl)-2-inaoiinone 




o 


i i 


3-((2 ( 3-dimethylfuran-5-y()metnyhaenyiJ-5-(2- 
chloroethyl)-2-(ndo!inone 


1073 1 


A 




j-^a-einyicarDazoi-j*yi)metriyndenyiJ-5,7-dibromo- ,' 
2-indolinone 

- 


10731 


A 


J 


3-[{6,7-dimethyl-1,4-benzopyron-3-yi)metriyiiGeny)]- 
5,7-dtbromo-2-indolinone 


10731 


A 




3*[[4-{propen-2-yl)cyclohexen-1 -yljmethyfiaenyl]- 
5,7-dibromo-2-indolinone 


10731 


A 

I 


c 
3 


3-((6-isopropyl-1.4-benzopyron-3-yI)methyliceny(j- 
5,7-dibromo-2-indolinone 


| 10731 | A 

t 

f 


u 


3-[(6-metr\yI-1,4-ben2opyron-3-yi)methyiidenyi]-5,7- 
dibromo-2-indolinone 


10731 


A 


7 
t 


3-[(6-riitro-1 ^-benzopyron-S-yOmetriyliaenyiJ-SJ- 
dibromo-2-indotinone 


10731 


A 


a 


3-[{ovnmid-2 4-dion-5-vnmettiviiaen\/l1-5 7-riihmmn- 
2-indoiinone 


10731 


A 


9 


3-({5-methoxyindol-3-yl)methylidenyl)-5 t 7-dibromo- 
2-indoiinone 


10731 


A. 


10 


3-{1-nrieUiyi-2-oxindol-3-idenyt)-5,7-dibromo-2- 
indoimone 
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10731 


A 


11 


342-l2^n3tropneny{)furan-5-yl]me«iylidenyii-5,7. 
dibromo-2-mdcUnone 


10731 - 


B 


2 


3-((9-ethyicarDazQl-3-yl)rr*emy?ideayll-S-iQclo-2- 
indodnone 


10731 


B 


3 


3-((6,7-dimethyi-l.4-Denzopyron-3-y!)metnytjdenyl]- 
5-iodo-2-indoiinone 


10731 


a 


4 


3-([4-(propen-2-yl)cycionexen- 1 -yiJmetnyhaenyi]-5- 
iodo-2-indoiinone 


10731 


a 


5 


3-((6HSopropyl-1 ( 4-benzopyronO-yi)methyltdenylF™ 
5-iodo-2-tndoJinone 


10731 


B 


6 


3-[(6-methyM ,4- l benzopyron-3-yi)m€thyitaenyi]-5- 
;Odo-2 -irvcaiinone 


10731 


B 


7 


3-((6-nitro-l ( 4-Denzopyron-3-yi)methyiiaenyiJ-5- 
iodo-2-indolinone 


10731 


B 


8 


3-((pynmid-2,4-dion-5-yijmethylidenyl}-5-iodo-2- 
indoiinone 


10731 


S 


9 


3-[(5-methoxyindol-3-yi)metnylidenyl]»5-iodo-2- 
indolinone 


10731 


B 


10 


3-(1-methyl-2-oxindoi-3Hcenyl)-5-ioao-2-tndoiinone 


10731 


B 


11 


3-[2-[2-{nuropnenyl)furan-5-yl]metriyl!deny(]-5-iodo- j 
2-indolinone i 

i 


10731 


C 


2 


3-{(9-etr»ytcarDazoi-3-yl)methyi(denyi]-5-bfomo-4- I 
methyl-2-inaolinone 


10731 


C 


3 


S-Ke^-dimetnyl-l^.benzopyronO-ylJmethyiidenyll- 
5-bromo-4-methyl-2-indoiinone 


10731 


C 


4 


3-[[4-(propen-2-yl)cyciohexen-1-yl]metfiyhaenyl]-5- 
bromo-4-methyl-2-indolinone 


10731 


C 


5 


3-[(6-isopropyl-1,4-benzopyron-3-yl)methylidenyl]- 
5-bromo-4-fnethy»-2-indolinone 


10731 


c 


6 


3-t(6-meihyl-1,4-benzopyron-3-yi)methyiidenyt]-5- 
bromo-4-metnyl-2-indolinone 
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10/31 j C 

i 


7 


j-Ho-nuro- 1 ,*t-Denzopyron-j-yi)methylidertyl]-5- 
bromo-4-methyl-2-indo)inone 


10731 j C 

i 
i 

1 


8 


3-((pynmtd-2,4-dion-5-yl)methyjidenyl]-5-brorno-4- 
methyi-2-indolinone 






9 


o-H3-meinoxyinaoi-j-yi)metnylidenyi]-5-brorno^4- 
methyl-2-indoJinone 


10731 


C 


10 


w \ 1 ,ireM| y t"v»A» iuu<- o*tucnyi^-3-ororTiO-^-fnstrivl- 

2-indolinone 


10731 


c 


11 


t*> i*- v 1 ui| w^iicnyiyruran-3-yijrneinyiJuenyl]-5- 
bromo-4-metTiyl-2-indolinone 


j D 


2 


3-f(9-etnvtcart3a?nU A-u Limp- ttiw i trior* v/ii ^ i 
mettiyiaminosutfonyJ-2 -indolinone 


j 10731 | D 




3-[(6.7-dirnsthvl-1 4*benzorwron-l-unrnarrivjhrij»«.,M i 

* M,M,w "7 l ' » ^ wci i^u^y i ui i *j -y i ji j m iny UQcrly 1 1- 

5-methylaminosulfonyl-2-indolinone j 


10/J1 


D 


4 


3-f f4-( DrOD6n-2-vl^cvcJQhexen- 1 -vflm^fhx/iinoriuii ^ i 
u \f*iwf*v.n *- ji/\«]r^'wiicAcii i y iji i icu iy liucny 1 1*0* 1 

methylaminosulfonyl-2-indolinone 


10731 


D 


5 


3-f(6-isooroDVI-1 4-benzQDvron-3-vhmprh\/iirioriuii 
5-fnethylaminosulfonyl-2-indciinone 


10731 




6 


3-f(6-metl"ivt-1 4-benrcD\/fnn-1-\/nmpth\yji(ionwi! c 
methylaminosulfonyi-2-indolinone 


10731 ; D- 

I 

I 


7 


3-f /fi-fllf m- 1 4.hpn7nn\yrrin.1.ul\matn<ilirianuM £ 

*j L\w iiiitu i ,*+-ucii^u^jy run-o-yijrneiny iiusny Ij-D* 

metfiylammosulfonyI-2-indoiinone 


10731 j D j 

i 


3 


J UKy 1 " ' fc,H^iun- j-y i/mcLnyMacnyi 
methylaminosulfonyl-2-indolinone 


10731 


0 


9 


<j U»? teinoAyinuoi* j-yi^rneinyiiueny ij-o- 
methylaminosulfonyl-2-indolinone 


10731 


D 


10 


3-( 1 -methy l-2-oxindol-3-ideny l)-5- 
methylamtnosuJfonyl-2-indolinone 


10731 


0 


11 


3^2^2-{nltropftenyl)fu^a^-5-ylJmethylidenyl]-5- 
methylaminosuifonyt-2-indolinone 


10731 


E 


2 


3-[(9-ethylcarba20i-3-yl)methylidenyi]-5-[4. 
(trifluoromethyl)phenylaminosulfonyl]-2-indoiinone 



t 
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10731 



. 3 ' [(6 * 7-aimethy M .4-ben2opyron-3-yl)methyirdenvll- 1 
I 5-f4-/triflunromPthvl>nha«t,i^«,,«««.. 1 # „ 71 



10731 


E 


4 


j-{fMpropen-2-y ! i)cycto^xen-l-yi]rnetnylidenyll-5: 
l 4-{tnfluoromem^)phenyiaminosuifony/]-2- 

• ifwwill IU| lc 


10731 

i 


E ■ 


5 


3-[(6-isopropyl-1 ( 4-benzopyron-3-yi)metny(idenyiJ- 
5-[4-(tnfluoromethyl)phenylaminosu(fonyl].2- 
indolinons 


10731 


E 


6 


3-[(6-methyl-1 ( 4-ben2opyron-3-yf)rnethylideny)j.5. 

[4-(tnfluoromethyl)phenylammosu^onyl]-2. 
indolinone 


10731 


E 


7 


3-[(6-nitro-1 ( 4.benzopyron-3-yl)methyliaenyij.5.[4. 
(tnfluoromethyl)phenytaminosuifonyi]-2-indolinone 


10731 


E 


8 


3-[(pynmid-2.4^jion-5-yJ)metnyhdenyj]-5-(4. 
(tnfluoromethyl)phenylaminosuifonyl]-2-incci;none 


10731 


E 


9 


3-[(5-methoxyindol-3-yJ)metnylideny{].5.f4. — 
(tnfluoromethyl)phenylaminosulfonyl]-2-indoiinone 


10731 


E 


10 


3-{ 1 -methyl-2-oxmdol-3-ideny i)-5-(4- 
(trifluorometriyl)phenyiamjnosuJfonyl]-2-jndoijnone 


10731 


E 


11 


3-(2-[2-(nitrophenyt)n]ran-5-yl)methy!tcenytl-5-[4- 
(trifluoromethyi}phenytamrnosuifonylj.2-indohnone 


10731 


F 


2 


3-{0-etnylcarbazol-3-yl)methy|idenylJ.5-(morpnoiin. 
1-yl)suJfonyl-2-indoiinone 


10731 


F 


3 


3-((6.7-dimethyl-1,4-ben2opyron-3-yf)metnyl!aenylJ. 
5-(morpholin-l-yl)sulfony.'-2-indoiinone 

I 


10731 


F 


4 


3-[[4-(propen-2-yi)cyclonexen-1-yi]metnyhdenyiJ-5- j 
(morpholin-1-yl)suJfonyl-2-indoiinone 


10731 


F 


5 


3-[(6-isopropyl-1,4-ben20pyron-3-yl)methyiiaenyij- 
5-(morphoiin-1-yl)sulfonyi-2-indolinone 


10731 


F 


6 


3-[<6-methy I- 1 ,4-beri2opyron-3-y l)metnyiidenyl]-5- 
(morphoIin-1 -yl)sulfonyi-2-indolinone 


10731 


F 


7 


3-{(6-nitro-1 ( 4-ben2opyron-3-yi)metnylidenyl]-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10731 


F 


8 


3-{(pynmid-2.4-dion-5-yl)metnylidenylJ-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 



WO 98/07695 PCT/U S97/ 1 4736 

184 

Table 13 
(continued) 



10731 


F 


9 


j H j-meinuxyinaoi-o-y ijrneinyiiuenyi]o-(rnorprio|in- 
1 -yl)sulfonyl-2-indoiinone 


10731 . 


F 


10 


^ t 1 "^einyi-^-ox/naoi-J-iC6nyi)-5-(rnorpnohn-1 - 
y/)sulfonyI-2-indonnone 


10731 


F 


1 1 


J 1* \niirapnenyi^TLjran-3-yijrnetnylJdenyl]-5- 
(morpholin-1-yl)sulfonyf-2-inaolinone 


10731 


G 


2 


3-f{9-€trivlcarDa2ol-3-\/hmethviidpnvn-^-/'5 
chloroethyl)-2-indolinone 


10731 


G 


3 


3*f(6 7-dimsthvl-1 4-hpn7nnu rn n- w I \me» tHw i in ^ m w i i 

5-(2-chioroethyl)-2-indoitnone 


10731 


G 


4 


IP \r ,u r c " j * y i-iui (cacti i i yjn tdiiypiusriyii-j- 
(2-ch/oroetnyl)-2-inaolinone 


10731 


G 


5 


i\ u '^upjupyt- 1 ,H-utsf liopy ruii-o*yi^rneinytiQGnyn- 
5-(2-chJoroethy()-2-mdoljnone 


10731 


G 


6 


3-f hv/ 1- 1 d.hcnTAnurnn-^.wllmethi/iic^nnwil c 
iv w * 1 *cu iy i" i ^'uci i4upy t ij[i*j"y i ji i icu ly iiucity 11- 0* 

(2-chloroethyi)-2-indoiinone 


10731 


G 


7 


3-f f 6-mtro- 1 4_f"\f*n7nn\7r/'" , tn_'^_v/l \moth \/hHon\/l] c / o 

chIoroethyl)-2-indolinone 


10731 . 


G 


8 


« Hl^j i n i Nu~^ t **~u jui i j yi/iifcuiyiiucriyjj-j-^^- 

cnioroethyt)-2-indo!tnone 


10731 


G 


g 


o*^3-rneinoxyinuoi-*5-y i^rneiriy tiuenyijo-t^- 
chloroethyO^-indolfnone 

! 


: 10731 


G 


10 


"\— / 1 .Pnottau l_0 .Avif%HAl.T_irtonul l _ C / "} r- l/~> r/t At Hi < 1 \ O 1 

i -rTitsiny i-^-OAjnuci"o-iucnyi^-j-\^K-nioroGtny i)-^- 
indolinone J 


10731 


G 


1 1 


-j "i^-^niu upnenyi j iur<jn-3*y i j r ncinyiiueny i 

chloroethyl)-2-indotinone 


10732 


A 


2 


S^-fthien^-ylJ^^tnfluoromethyiJethyiidenyiJ-SJ- 
dibromo-2-indoiinone 


10732 


A 


3 


3-(3,5-dtisopropyl-4-mettioxyDenzyiidenyl)-5,7- 
dibromo-2-indolinone 


10732 


A 


4 


3-{3 f 5-diisopropyM-phenox7Denzytideny!)-5,7- 
dibromo-2 -indolinone * 
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10732 


A 


5 


3-(3-t-bLity)-4-me:hoxybenzyiiCenyl)-o 1 /-dibromo-2-"" 
inaoiinone 


10732 _ 


A 


6 


3-(4-ben2yloxy-3-t-butyiDenzyiidenyi).5,7-dtt)rorno- 
2-indolinone 


10732 


A 


7 


3-{3-bromo-5-t-butyl-4-methoxybenzyttdenyt).57- 
dibromo-2-indoiinone 


10732 


A 


8 


3-(4-ben2yloxy-3-bromo-5-t-butytbenzyiiaenyi)-5,7- 
dibromo-2-indoiinone 


10732 


A 


9 


3-(3-t-butyl-5-chloro-4-metnoxybenzyiiaenyt)-5,7- 
dibromo-2-mdoiinone 


10732 


A 


10 


3-t4-ben2yioxy-S-^uty^S<htons.benz^*3aenyl)-5,7- 
.delbrofno-Z- 1 ndoHtfrofie 


10732 


A 


11 


3-(3-t-butyl-5-iodo-4-methoxybenzyiidenyi)-5,7- 
dibramo-2-indolinone 


10732 


B 


2 


3-[2-(tnien-2-yl)-2-(tnfluoromethyi)etnynaenyi]-5- 
iodo-2-indoltnone 


10732 


B 


3 


3-(3 r 5-diisopropyi-4-metnoxybenzyitaenyi)-5-fodo-2- 
indolinone 


10732 


8 


4 


3-(3,5-diisopropyi-4-phenoxydenzyiidenyl)-5-todo-2- 
indoiinone 


10732 


B 


5 


3-(3-t-butyi-4-metnoxybenzyhdenyl)-5-iodo-2- 
indolinone 


10732 


B 


6 


3-{4-benzyloxy-3-t-butylbenzyhdeny()-5-)Odo-2- 
indoJinone 


10732 


B 


7 


3-{3-bromo-5-t-butyl-4-methoxyDenzyiiOenyi)-5- 
iodo-2-mdolinone 


10732 


B 


6 


3-(4-benzyloxy-3-bromo-5-t-butylbenzyhdenyl)-5- 
iodo-2-indoimone 


10732 


B 


9 


3-(3-t-butyl-5-ctiloro-4-methoxyberizyiidenyl)-5- 
iodo-2-indolinone 


' 10732 


B 


10 


3-(4-benzytoxy-5-t-butyl-3-chtorooenzylJdenyi).5- 
iodo-2-indolinone 
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- 


10732 


i 8 


11 


3-(3-t-outyi-5.iodo-4-methoxyben2yliaenyl)-5-ioao. 
2-indolinone 


| "10732 _ 


c 


2 


3-[2-{thien-2-yi)-2-{tnfluorometnyl)etnyjiaenyt]-5. j 
bromo-4-methyi-2-indohnone j 


10732 


c 


3 


3-(3,t>-d)isopropyl-4-metnoxytienzy!idenyl)-5. 
bromo-4-methyl-2-indoiinone 


10732 


i C 


4 


3-(3,5-dnsopropyM-phenoxyDen2yjfdeny{)-5. ! 
bromo-4-methyl-2-indoijnone 


10732 


c 


5 


3-(3-t-butyi-4-methoxyt>enzyiideny!)-5-DromcMl. ' ' 
methyl-2-indolinone 


j 10732 


c 


6 


3^4^nryioxy-J^-duty1beacylidenyl)-5-Dromo-4- 
merlry(-2-indolinone 


10732 


c 


7 


3-{3-bromo-5-t-ouryi-4-metnoxybenzyiicenyi)-5- 
bromo-4-rnethyf-2-indo/mone 


10732 


c 


8 


3-{4-benzyloxy-3-bromo-5-t-burylben2ynaenyl)-5. 
bromo-4-methy!-2-indolinone 


10732 


c 


9 


3-{3-t-butyi-5-chioro-4-metnoxybenzylidenyj)-5- 
bromo-4-methyl-2-indolinone 


10732 


c 


10 


3-{4-ben2yloxy-5-t-butyl-3-chiorobenzylidenyl)-5- 
bfomo-4-methyl-2-indo!inone 




10732 j 


c 


1 1 


3-(3-t-butyi-5-iodo-4-methoxyDenzyhaenyi)o- 
bromo-4-methyl-2-indolinone 




10732 


D 


2 


3-[2-(thien-2-y()-2-(tnfluorometriy0ethyiiaenyj]-5- 
methylaminosulfonyl-2-indohnone 


! 


10732 


0 


3 


3-(3,5^iisopropyM-methoxyoenzyiiaenyl)-5- 
methylaminosulfonyl-2-indoiinone 




» U / 


0 


4 


3-(3,5-diisopropyl-4-pnenoxyDenzylidenyl)-5- 
methylaminosuifonyI-2-indoiinone 




10732 


D 


5 


3-<3-t-butyl-4-methoxybenzylidenyl).5- 
methyfaminosuifonyl-2-indolinone 




10732 


0 


6 


3-(4-benzyioxy-3-t-butylbenzyhdenyl)-5- 
meUiylaminosulfonyl-2-indohnone 
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J 10732 


D 


7 


3-(3-bromo-5*t-butyi-4-metnoxyOenzyliaenyi).5- 
methyiaminosulfonyl-2-indolinone 


i 


- 8 


3-(4-benryioxy-3-t3ro(Tto-5-{-toutyJt)enzy>?<3eny0-5- 
fnethyaammosuJfonyl-2-indolinone 




U 


9 


J ^-(3-t-butyl-5-chioro-4-metnoxyoenzyiiaenyi)-5- ' 
methyiamjnosutfony/-2-indolinone 


10732 


D 


10 


3-{4-benzyioxy-5-t-butyl-3<hloroDen2yiiaenyi)-5. 
metrtylammosulfonyl-2-indoiinone 


10732 


D 

< 


11 


3-(3-t-buryl-5-iodo-4-methoxyben2yl(C!enyi)-5- ~ 
methylammosuJfonyl-2-indolinone 


10732 


E 


2 


3-{2-{thien-2-yi)-2-(tnfluoromethyi)etMyhaenyt)-5-i4. 
(trif]uoromethyJ)phenylanrunosulfonyl]-2-indoi;nor ( e 


10732 


£ 


3 


3-(3 ( 5-diisopfopyl-4-methoxyDenzyj(aenyi)-5-(4- j 
(triftuoromethyl)phenylaminosuJfonyll-2-tndolinone 


10732 


E 


4 


3-{3,5-diisopropy(-4-pnenoxybenzylideny)j-5-[4l~ 
(lr^uoromethyt)phenvUminosulfonyi]-2-indoiinone [ 

! 


10732 


£ 


5 


3-(3-t-buryl-4-metnoxyDenzyiidenyi)-5-[4- 
(trinuoromethyI)phenyiaminosulfonyl]-2-indolmone 

— — i 


10732 


E 


6 


3-(4-benzyloxy-3-t-butylbenzyiidenyl)-5-[4- | 
(trif]uoromethyi)pnenylarninosulfonyi]-2Hndolinone i 

i 


10732 


£ 


7 


3-(3-bromo-5-t-butyl-4-methoxybenzylidenyl)-5.[4- 
{trif!uorometnyl)pnenylaminosulfonyl]-2-indolinone 


10732 


E 


8 

t 


3-{4-benzytoxy-3-bromo-5-t-burylbenzyhdenyi)o-t4- 1 
(lrifluoromethyl)phenyiaminosuifonyi]-2-jndolinone ; 


10732 


E 


9 


3-(3-t-bucyl-5-chioro-4-m€tnoxyoenzylidenyl)-5-[4- | 
(trifluoromethyl)phenylaminosulfonyl]-2-indolmone ! 


10732 


E 


10 


3-(4-benzyloxy-5-t-butyl-3-cniorobenzylidenyi)-5-[4- 
(tnfluoromethyl)phenylaminosulfonyl]-2-indoiinone 


10732 


E 


11 


3-(3-t-butyi-5-to<3o-4-methoxybenzylidenyl)-5-(4l 
(trifluoromethyl)phenylaminosulfonylJ-2-indolinone 


10732 


F 


2 


3-[2-(thien-2-yl)-2-(tnnuorometnyl)ethyiidenylJ-5- 
(morpholin-l-yl)sulfonyl-2-indolinone 
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10732 


F 


3 


3-(3.5-diisopropyi-4-metJioxyben2yiidenyl)-5- 
(morpho!in-1-yl)sulfonyl-2-indolinone 


10732 


F 


4 


3-(3 1 5-aiisoprapyM-phenoxybenzyncenyi)-5- 
(morphoiin-1 -yl)suifonyi-2-indohnone 


10732 


F 


5 


3-(3-t-butyl-4-metnoxyben2yli(3enyl)-5-{morpnoUrj- 1 - 
yl)sulfonyl-2-indotinone 


10732 


F 


6 


3-{4-deA2yioxy-3-t-dutylben2yiidenyl)-5-(morpnoiin- 
1 -yl)sulfony l-2-indoiinone 


10732 


F 


7 


3-(3-bromo-5-t-butyl-4-metfioxyDen2ylidenyi)-5- 
imarpnoiin-i -yijsuiionyl-^-indolinone 


J 10732 


F 


8 


3-(4-oenzytoxy-3-bromo-5-t-butyibenzyiiaenyj}-5- 
vm o rpna? in - \ -y i turony r- Z-in do f i n o n e 


10732 


F 


9 


3-(3-t-butyl-5-cnioro-4-metnoxybenzyiiaenyj)-5- 
{morpholin-1-yl)sulfonyJ-2-indaliRone 


10732 


F 


10 


3-(4-ben2y(oxy-5-t-buty!-3-chloro-benzyitoenyi)-5- 
{morpholin-1-yi)sulfonyl-2-indoiinone 


10732 


F 


11 


3-(3-t-butyl-5-iodo-4-methoxybenzytideny!)-5- j 
(morpnonn- 1 -yi)sulionyi-2-indoIinone 1 


10732 


G 


2 


S-fa^tbien^-yl^-CtnfluoromethyOemylidenyil-S-f"^" 
chioroethyl)-2-indolinone 


| 10732 


. G 


3 


3-(3,5-diisopropyl-4-methoxybenzyhcenyl]-5-(2- 
chloroethyl)-2-indolinone 


10732 


G 


4 


3-(3,5-diisopropyi-4-phenoxybenzyliaenyi]-5-(2- 
chioroethyi)-2-indoiinone 


10732 


G 


5 


3-(3-t-butyl-4-metrioxybenzylideny[)-5-(2- 
chloroetftyl)-2-indolinone 


10732 


G 


6 


3-(4-ben2yloxy-3-t-butylbenzylidenyi)-5-(2- 

V*l liwi Ww 11 1 y ij 11 lUwIll twi IC 


10732 


G 


7 


3-<3-bromo-5-t-butyM-methoxybenzytidenyJ)-5-(2- 
chloroethyl)-2-indoiinone 


10732 


G 


8 


3-(4-benzyioxy-3-bromo-5-Nbuty(benzyitdenyi)-5-(2- 
chloroethyl)-2-indoiinone 
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10732 


G 


1 9 


J-{J-l-buiyJo-cnioro-4-metnoxyben2y!idenyi)-5.(2- " 
chloroetnyl)-2-tndolinone 


10732 _ 


G 


10 

■ 


3-{4-ben2yioxy.5-t-butyi-3-cntorooen2yMcenyJ>-5^2- 
chloroethyl)-2-indolinone 

i 


10732 


G 

1 




3-(3-t-dutyi-5-iodo-4-metnoxy&en2ylideayi)-5-(2- | 
chloroethyl)-2-indolinone I 


10733 


A 


2 


o ^-uuji^yioxy-^-t-butyl-5-fodoDenzyhaenyl)-5 ( 7- " 
dibromo-2-indoimone 


10733 


A 


3 


3 (3-t-butyi-4-metnoxy-5-n»troben2yljaenyJ)-5 t 7. 
dibromo-2-indoiinone 


10733 


A 


4 


3 (3,5-cli-t-butyl-4-fTie£tkcxyDscizyTS3eriy i)-5, 7- 
dibrornc -2 -«rao$sinane 


I 


5 


^-v-t-ucii^yioxy-j.o-tn-i-ouryiDenzytidenyij-Sy- 
dibromo-2-indolinone 




A 


6 


3-(3,5-dimetnyM-metDoxyDenzylidenyi)-5. 7- 
dibromo-2-indolinone 


10733 


A 


7 


o-^-H-uen2yioxy-j,b-d(meinyibenzyliaenyl)-5,7- 
dibromo-2-indoltnone 


10733 


A 

f 


8 


3-{5-bromo-2-hydroxy-3-methoxybenzyiiaeny t)-5, 7- 1 
dibromo-2-indolinone 

I 


I 


9 


3-(5-bromo-2-hydroxyDen2yIidenyi)-5,7-djbromo-2~ 
indoiinone 


■ ' i 


A 


10 


3-(2-hydroxy-5-niiroben2yiiaenyi)-5,7-dibromo-2- 
mdolinone 


10733 


A 


1 1 


3-{4-hydroxy-3-methoxy-2-nitroben2yliaenyi)-5,7- 
dtbromo-2-indolinone 


10733 


B 


2 


3-(4-6en2yloxy-3-t-butyl-5-fodobenzyiidenyi)-5-iodo- 
2-indohnone 


10733 


B 


3 


3-(3-t-butyM.methoxy.5-nitrobenzyiidenyl)-5-iodo- 
2-indolinone 


10733 


B 


4 


3-<3,5-di-t-butyW-methoxyben2ylidenyl)-5-iodo-2- 
indolinone 
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1 073"? 


LI 
D 


b 


3-(4-ben2y»oxy-3,5-di-t-0utylbenzytiaenyi)-5-ioao-2- 
indolinone 




D 


b 


3-(3.5-dimetnyl-4-memoxybenzyijaenyl)-5-iodo-2- ~ 
indolinone 


10733 


o 


7 


3-(4-benzyloxy0.5-aimethyibenzyiidenyl)-5-iodo-2-~ 
mdoitnone 


10733 


B 


3 


3-(5-Dromo-2-hydroxY-3-fnethoxyDenzyiidenyt)*5- 
iodo-2-indaunone 


10733 


3 


g 


3-{5-bromo-2-hydroxybenzyliaeny()-5-iodo-2- 
indolinone 


10733 


8 


10 


o-V^-t iyaruxy-o-niirouenzyuQenyi)-D-iOQO"2- 
indotinone 


10733 


Q 


1 1 


3-(4-hyaroxy-3-rnetrtoxy-2-nitroDenzyuaenyi)-5- 
iodo-2-indolinone 


10733 


C 


2 


j-^-ueniyioxy- j-i-oury i-D-toaooenzy iioeny i)-o- 
bromo-4-nnethyl-2-indolinane 


10733 


c 


3 


j'^j'ruu ly i - *"i t ten lUAy-j-i 11 u uucn^y itu sny 1 

bramo-4-methyl-2-indolinone 


10733 


c 


4 


*j \ j, u^ji -1 "uuty i-^f-meinoxy oenzyiiuenyi j-D-oromo-^4- 
methyl-2-indoiinone 


| 10733 

I 


c 




j-^-o c nzyioxy-j,D-ai-i-DLiryiDenzy!iuenyi)-o-ororno- 
4-methyl-2-indoiinone 


10733 


c 


c 
o 


3-(3,5^irnethy W-niethoxyberizytiGe^nyiy-S-bronno-A- 
methyl-Z-indoltnohe 


j 10733 




7 


3-(4-benzyloxy-3,5-<limetnylbenzyiidenyl)-5-bromo- 
4-methyJ-2-indolinone 


10733 


c 


s 


bromo-4-methyl-2-indotinone 


10733 


c 


9 


3-(5-bromo-2-hydroxybenzylidenyt)-5-bromo-4- 
methyl-2-indolinone 


10733 


c 


10 


3-(2-hydroxy-5-nitrobenzylidenyl)-5-bromo-4- 
methyl-2-indolinone 
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10733 
1.0733 - 


C 


11 


v •/ ^ UA y* j "' 1 ,emD ^"^*nitroDerizyiiaenyi)-5, 
bromo-4-mettiyl-2-indolinone 




D 


2 


methyfaminosulfonyl-2-indolinone 


10733 


D 


3 


w * uui y , *^*- rn emoxy-5-nitrobenzyiidenyl)-5- 
melhy!aminosuifony|-2-(ndoiinoae 


10733 


D 


4 


v * < ^^ JJ v LJUi y , "^* mt 2inoxyDenzyiiaenyi)-5- 
methylaminosulfonyl-2-indohnone 


10733 


D 


5 


~ »^^y--»,^-u»-i-uuiyiDenzytiaer!yl)-5- 
methytaminosulfonyi-2-indo!inone 


10733 

i 


D 


6 


v • vjii j ly i-*t-« i icinoxy uenZyliQeny l)-5- 
methylaminosuifonyt-2-indoiinone 


10733 


D 


7 


\ wwi »*- / rwAy-j, J^J'T'tsiny iucnzyti06nyJ)-5- 
methylaminosutfonyl-2-indolinone 


10733 


0 


8 


3-{5-brorno-2-hvflrcxv*3-rn*af hnvvrhon-Tt/!i^«rt^i\ c — 
* fc m 7 u,wa 7 J 1 1 icii iwAyuenzy//Q6ny/)-5- 

methytaminosulfonyl-2-indolinone 


10733 


0 


9 


5*Oromo-2-hvdr030/npny\/(iptonwi \ ^ 
\ w v * ' w *» ' */ uaj uci <*»y iiucny i 

methyiaminosulfonyl-2-indolinone 


10733 


0 


10 


3-(2-hyd^oxv-5-n^tfobe^* , '• hdpnun c. 
methylaminosuifonyi-2-indo(inone 


10733 


D 


11 


^-(4-hydroxy-3-methoxv-2-nitrohpn7'viinertwn c 
methylaminosulfonyl-2-indolinone 


10733 


£ 


2 


3-(4-ben2yloxy-3-t-butvl-5-todobenzviiripn\/n ^ 
(trifluoromethyl)phenylaminosuJfonyl]-2-indoitnone 


10733 

! 


E 


3 


3-(3-t-bUtVl*4-methoxv-5-nitrnhPnr\yjirtan\/i\ * t 

(trifluoromethyI)phenylaminosuifonyl]-2-tndo!inone 


10733 


E 


4 


3-(3,5-di-t-butyl-4-methoxybenzyhdenyi)-5.{4- 
{trifluorometnyl)phenyiaminosuJfonyi]-2-indol!none 


' 10733 


E 


5 


3-(4.benzy»oxy-3.5-di-t-butylbenzyiidenyf)-5-[4. " 
(trifluoromethyl)phenylaminosuifonyl].2-indotinone 


10733 


E - 


6 


3-(3,5-dimethyl-4-melhoxybenzyhdenyi)-5-(4- 
(tnfluoromethyl)phenylaminosulfonyl}-2-indoiinone 
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10733 


£ 


7 


3-(4-ben2yioxy-3,5«dimethylDenzyiidenyl)-5-(4. 
(trifluoromethyl)phenylaminosulfonyi]-2-indolinone 


10733 _ 


£ 


8 


3-(5-bromo-2-hyaroxy-3-methoxyt:en2yijdenyi)-5-[4- 
{trifluoromethyl)phenylaminosuifonyl]-2-indoJinone 


10733 


E 


9 


3-{5-bromo-2-hydroxybenzyUdenYt)-5-[4- 
(trifluoromethyl)phenylaminosulfony(J-2-»ncoiinone 


10733 


E 


10 


3-(2-hydroxy-5-nitroben2yhdenyi)-5-[4- j 
(trif!uoromethyl)phenylaminosulfonyl]-2-indofinone \ 


10733 


E 


11 


3-(4-nydroxy-3-methoxy-2-nitrobenzy(idenyi)-5-(4- 
(trinuofo/nemyl)phenytaminosutfonyl]-2-indoiinone 


10733 

i 


F 


2 


3-(4-ben2yloxy-3-t-butyl-5HOdoDenzYiidenyi)-5- 
(morpholin-1-yi)suffonyl-2-indolir:one 


10733 


F 


3 


3-{3-t-butyi-4-fnetnoxy-5-niiroDen2yliaenyi)-5- 
(morpholin-1-yl)sulfonyl-2-indoiinone 


10733 


F 


4 


3-{3,5-di-t-butyl-4-meinoxyben2ylidenyl)-5- 
(morphoiin-1-yl)sulfonyl-2-indotinone 


10733 


F 


5 


3-(4-ben2yioxy-3.5-di-t-Dutylben2yliaenyi)-5- 
(morpholin-1-yl)sulfonyl-2-indolinone 


10733 


F 


6 


■3-(3,5-dimetnyl-4-meihoxybenzyiidenyl)-5- 
(morpnolin-1-yi)sulfonyi-2-indolinone 


10733 


F 


7 


3-(4-benzyloxy-3,5-dimethylbenzytidenyl)-5- ! 
(fnorpholin-1-yl)sulfonyi-2-inaolinone j 


; 10733 

i 

i 


F 


a 


3-{5-bromo-2-hydroxy-3-methoxybenzyiiaenyi)-5- 
(morpholin-1-yl)suifonyi-2-mdo!inone 


j 10733 

t 

! 


F 


9 


3-(5-bromo-2-hydroxybenzylidenyi)-5*(morpnonn-i- 
yl)sulfonyi-2-indolinone 


10733 


F 


10 


3-(2-hydroxy-5-nitrobenzytiaenyl)-5-(morpholin-1- 
yl)sulfonyl-2-indolinone 


10733 


F 


11 


3-(4-hydroxy-3-methqxy-2-nitrobenzyhdenyl)-5- 
(morphoiin-1-yl)sulfonyl-2-indotinone 


10733 


G 


2 


3-{4-benzyloxy-3-t-butyl-5-iodobenzyiidenyi).5-(2- 
chloroethyl)-2-indoiinone 
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10733 


G 


I ^ 
I 


^-(J-l-buryI^-metnoxy-5-n(lfo0en2yllaenyl)-5.(2. , 
chloroethyl)-2-maolinone 


10733 


' G 

! 

i 
i 


4 


chlaraefoyJ>-2-iridaijnone 


10733 


i G 


j 


3-(4-benzyloxy-3 ( 5-di-t-buryidenzyiiaenyi).5-(2- 
chloroethyl)-2-mdolinone 


• 10733 


G 

I 


6 


^-(3.5-<Simetf)yl-4-metnoxyDen2yijdenyl)-5-(2- 
ctHoroethyl)-2-indolinone 


10733 


G 


7 


u-|J4-ueMzyioxy-j.b-dimetnylben2yifoenyt)-5-(2- 
chioroethyl>-2-fndolinone 


10733 


G 


8 


^ » -*-w* u« n w ^.'fiy aroxy -a -ftieific jcyoenz yliaenyi)-5. 
(2-chloioe83y^2-sndoiinone 


10733 


G 


9 


3-(5-bromo-2-hydroxybenzyiideny()-5-(2- 
chloroethyl)-2-indolinone 


10733 


G 


10 


3-{2-hydroxy-5-n(trobenzylidenyl)-5-(2-cnicrcetriyi)™ 
2-indolinone 


i 10733 


G 


1 1 


3-(4-hydroxy-3-methoxy-2-nitrobenzyiiaeny!)-5-(2- 
chioroethyl)-2-indoiinone 


10734 


A 


2 
a. 


3-(3-etnoxy-2-hydroxyD€nzyjideny])-5 ( 7-d(bromo-2- 
indoiinone 


10734 




*} 
•J 


J-lJ,D-oicnioro-2-hydroxyber.zyiiaenyl)-5,7- 
dibromo-2-indol inane 


10734 i 




4 


3-(5-chloro-2-hydroxyDenzyiidenyl)-5,7-dibromo-2- 
indohnone 


10734 






3-(4-diethylamino-2-hydroxybenzylidenyi)-5,7- 
dibronrco-2-indolinone 


10734 


A 


6 


3-{4-nitrobenzylidenyl)-5,7-dibromo-2-indolinone 


10734 


A . 


7 


3-(3,5-dibromo-2-hydroxybenzy*idenyl)-5,7- 
dtbromo-2-indolinone 


10734 . 


A 


8 


3-(3-fluoro-2-hydroxybenzyiidenyl)-5,7-dibromo-2- 
indoiinone 
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10734 

• 


A 


9 


3-(3-bromo-4-hydroxyDenzylidenyJ)-5 7-0iDromo-?. 
indolinone 


j 10734 

t 
I 


A 

! 


10 


3-(4-t-Dutylbenzylidenyl)-5,7-aibromo-2-incjQiinn/T^ 

i 


10734 


A 


11 


3-[(2-bromotnien-5-yt)nnethylideny|]-5.7-ajbromo-2- 
indolinone 


10734 


B 


2 


3-(3-ethoxy-2-nydroxybenzyhaenyi)-5-iodo-2- 
mdolinone 


10734 


B 


3 


3-{3,5-dtchloro-2-hydroxyben2y;idenyi)-5-iooo-2- 
indotinone 


10734 


B 


4 


3-(5-cfitoro-2-nyaroxyoenzytiaenyi)-5-ioao-2- 
jndoUnone 


10734 


B 


5 


3-{4-dietnyiamjno-2-hydroxybenzylidenyl)-5-toao-2- 
indolinone 


10734 


B 


6 


3-(4-nitrobenzylidenyl)-5-todo-2-maoiinone 


10734 


B 


7 


3-{3 t 5-dibromo-2-hydroxybenzyiidenyl)-5*iodo-2- 
indolinone 


10734 


B 


8 

- 


3-(3-fluoro-2-hydroxybenzytiaenyt)-5-ioao-2- 
indolinone 


10734 


B 


9 


3-{3-bromo-4-hydroxybenzyjideny!)-5-iodo-2- 
indoiinone 


10734 


B 


10 


3-(4*t-butylbenzylidenyl)-5-iooo-2-)ndoi(none 


; .10734 

I ■ 

r 


B 


11 


3-[{2-bromotnien-5-yl)metriytic5enylj-5-iodo-2- 
indolinone 


10734 


C 


2 


3-(3-ethoxy-2-hydroxybenzyiiaenyi)-5-bromo~4- 
methyl-2-indolinone 


10734 


C 


3 


3-(3,5-dichioro-2-hydroxybenzylidenyl)-5-bromo-4-. 
methyl-2-indolinone 


10734 


C 


4 


3-(5-chloro-2-hydroxybenzylidenyi)-5-bromo-4- 
methyl-2-indolinone 



t 
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| 10734 


C 


5 


3-(4-dietnylamino-2-hydroxybenzytidenyi)-5-bromo- 
4-methyl-2-indolinone 


10734 


c 


5 


3-(4-nitrobenryUaenyi)-5-bromo-4-methy:-2- 
' indolinone 


10734 


c 


7 


3-(3,5-dibromo-2-hydroxybenzylicenyi)-5-tronno-4- 
methyl-2-tndolinane 

! 


10734 


c 


8 


o-(3-fluoro-2-hydroxybenzyttdenyl)-5-brcrno-4- 
methyI-2-mdolinone 


10734 


c 


9 


3-(3-bromo-4-hydroxybenzyiidenyt)-5-bromo-4- 
methyl-2-indoiinone 


10734 


c 


10 


3-{4H-butylbenzynaenyl)-5-Dromo-4-meinyi-2- 
indolinone 


10734 


c 


11 


3-[(2-bromothien-5-yl)methyltdenyi]-5-cromo-4- 
metfiyl-2-indoIinone 


10734 


D 


2 


3-(3-ethoxy-2-hydroxyoenzyudenyl)-5- 
methylaminosuifonyi-2-indolinone 


10734 


D 


3 


3-(3.5-dichtoro-2-hydroxybenzyitdenyl)-5- 

methylaminosu(fonyl-2-indoiinone | 

i 


10734 


D 


4 


3-(5-chloro-2-hydroxybenzyliaeny1)-5- 
methylaminosuJfonyl-2-indoiinone 


10734 i 

■ 


0 


5 


3-{4-diethylamino-2-hydroxybenzyiicienyt)-5- j 
methylaminosuifonyl-2-indoiinone 

j 


10734 


D 


6 


3-(4-nitrobenzyiiaenyl)-5-methyiaminosulfonyt-2- 
indolinone 


10734 


D 


7 


3-{3,5-dibromo-2-hyaroxybenzylidenyi)-5- 
methylaminosuIfonyl-2-indolinone 


10734 


0 


8 


3-(3-fiuoro-2-hydroxybenzyiidenyl)-5- 
methylaminosulfonyl-2-indolinone 


10734 


0 


9 


3-{3-bromo-4-hydroxybenzylidenyl)-5- 
methyiaminosuifonyI-2-indolinone 


10734 


0 


10 


3-(4-t.butylbenzyUdenyl)-5-metnylaminosuifonyl-2- 
indoiinone 
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j 10734 

t 

t 


D 


11 


3-[(2-bromothjen-5-y0methyiidenyi]-5- 
methylaminosulfonyl-2-indolinone 


10734 _ 


E 


2 


3-(3-einoxy-2-hydroxybenzyfider.yi)-5-[4- ] 
(tnnuoromethyl)phenyiaminosui{onyl)-2-indoimane ' 


10734 


£ 


3 


3-(3 ( 5-<licniofo-2-hyaroxyDeazyUdenyl)-5-[4- i 
(trifluorometny()phenylaminosuifonylf.2-indo(fnone 


10734 


E 


4 


3-(5-chioro-2-hydroxybenzylidenyl)-5-(4. 
(trifluoromethyl)phenylaminosu(fonylJ-2-ir!doiinone 


10734 
| 10734 


E 


5 


3-(4-diethylanntno-2-hydroxyoenzyiidenyi)-5-[4- 
(trifluorometnyl)phenylaminosulfonyi]-2-indoitnone 


! 


E 


6 


3-{4-nitroDenzyltdenyi)-5-(4- 
(trifluoromethyi)phenylaminosuifonyl]-2-indojinone 


10734 


E 


7 


3-(3 > 5-K3iDfomo-2-hydroxyDenzylidenyi)-5-{4- 
(trifluoromemyl)phenylaminosuifonyl]-2-rndoiinone 


10734 


E 


8 


3-(3-fluoro-2-hyoroxyoenzyliaenyi)-5-(4- 
(trifJuoromemyl)phenylaminosuifonyl]-2-indciinone ** 


10734 


E 


9 


3-{3-bromo-4-hydroxybenzyiidenyl)-5-[4- | 
(trifluoromethyl)phenyiaminosutfonyl)-2-;ncoiinone * 


10734 


E 


10 


3-(4-t-butyldenzy(!denyi)-5-{4- 
(trifluoromethyl)phenyiaminosulfonyl]-2-indohnone ' 


10734 


E 


11 


3-[(2-bromothien-5-yi)metnyUdenyi)-5-(4- 
£trifluoromethyi)phenylaminasulfonyJ]-2-indohnone ~ 


10734 


F 


2 


3-(3-ethoxy-2-hydroxybenzyhdenyl)-5-(morpholm-l- 
yl)sulfonyl-2-indolmone 


I 10734 


F 


3 


3-(3.5-dich[oro-2-hyaroxycenzyiidenyl)-5- 
(marpnolin-1 -yl)sulfonyi-2-indoiinone 


10734 


F 


4 


3-(5-chioro-2-hydroxybenzylidenyl)-5-(morpnoiin-l- 
yi/Suiionyi-^-inaoiinone 


10734 


F 


5 


3-(4-diethylamino-2-hydroxyDenzylidenyi)-5- 
(morpholin-1-yi)sulfonyl-2-indoIinone 


10734 


F 


6 


3-(4-nitrobenzylideny))-5-(morphoiin-1-yl)sulfonyl-2- 
mdolinone 
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10734 


F 


7 


3-(3,5-dibromo-2-hydraxyDenzylidenyl)-5. 
(morpholin-1-yfe)su3tonyl-2-indoiinone 


10734 _ 


F 


8 3-(3-fluoro-2-hyaroxyt:er*2yuaenyj>5^marpnotin-i- 
| yl)sutfonyl-2Hndofcnone 

i 


10734 


F 


9 


3-(3-bromo-4-hydroxyben2ylidenyl).5-(morphotin-l.' 
yi)suifonyl-2-indolmone 


10734 


F 


10 


3-<4-t-butylbenzy!iaeny0-5-<morphohn-i.yi)sulfony(- 
2-*ndofmone 


10734 


F 


11 




10734 


G 


2 


3-(3-etiioxy*2-hydroxyoeazyUdenyi)-5-(2- 
chlcroeithyi)-2-i*ndtiifnon€ 


10734 


G 


3 


3-(3,5-dichloro-27hydroxyben2ytidenyl)-5-{2- 
chioroethyl)-2-indolinone 


10734 


G 


4 


3-(5-chloro-2-hydroxybenzyiidenyij-5-(2- 
chloroethyl)-2-indolinor.e 


10734 


G 


5 


3-(4-diethylamtno-2-hydroxybenzyhdenyi)-5-{2- 
chiorGethyl)-2-indohnone 


10734 


G 


6 


3-{4-nitrobenzylJdenyl)-5-(2-chioroetnyl)-2- 
indolinone 


10734 


G 


7 


3-<3.5-dibromo-2-hydroxyoenzylidenyl)-5-(2- 
cftioroethyi)-2-irtdolinone 


I 10734 


G 


8 


3-(3-fluoro-2-hydroxybenzyhdenyl)-5-(2- 
chioroethyl)-2-tndolinone 


10734 




9 


3-{3-bromo-4-hydroxybenzyiidenyl)-5-(2- 
chioroethyl)-2-indolinone 


10734 


G 


10 


3-(4-t-butylbenzyhdenyl)-5-(2-cMoroetnyl)-2- 
indolinone 


10734 


G 


11 


3-{(2-bromothien-5-yl)methylidenyl]-5-(2- 
chlofoethyl)-2-indoiinone 
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Barcoae/ 
Plate Row- 
Plate Column 


j Fik Kinase 

i 




PDGF 
Kinase 


Met Kinase 


1 %lnhibition 


%lnhibition 


%lnhibition 


% Inhibition 


1 107T7/A02 




24.3 




46.1 


10717/A03 




! 10 




54.6 


10717/A04 


I -4.5 


29.0 




374 


10717/A05 


-2.6 


16.6 




356 


10717/A06 


-10.8 


-7.8 


! 31.7 


i 10717/A07 


! -6.4 


i 20.2 




29.2 


10717/A08 


! -5.2 


I 39.1 




217 , 


10717/A09 


i -3.9 


37.7 . 




94 : 


10717/A10 


! -3.3 


8.1 




71.6 


1071 7/A1 1 


i -5 8 

i„, . - v 


59.9 




64.8 


10717/B02 


1 5.0 


31.7 




87.5 


I10717/B03 


-8.8 


I 7.3 




90.5 


1 10717/B04 


i -18.3 


10.3 




70.0 


! 10717/B05 


; 1.0 


31.7 


87. 4 


(10717/B06 


5.4 


-30.8 


i 89.5 


I 10717/B07 


! -18.3 


58.3 




90.0 


10717/B08 


! -0.9 


60.5 




88.8 | 


10717/B09 


-40.7 


78.3 




88.8 j 


10717/B10 


' -2.3 


16.1 




56.1 ! 


10717/B11 


I 11.4 


82.7 




91.0 


Q0717/C02 


i 4.1 


-0.4 




29.7 


10717/C03 


i -7.7 


18.0 




25.3 


i 10717/C04 


! -0.8 


14.4 




25.0 


10717/C05 


I -2.3 


13.1 




44.6 


10717/C06 


7 6 


-49.7 




44.1 


1071 7/C07 


1.6 


28.7 




16.5 


10717/C08 


7 0 


24.3 


! 27.3 


10717/C09 


77.1 


8.1 




47.7 j 


10717/C10 


-8.0 


17.5 




22.8 


1 10717/C11 


4.6 


67.3 




71.8 


i 10717/D02 


5.1 


10.1 




28.6 


I 10717/D03 


1.1 


-1.4 




11.1 i 


! 1071 7/D04 


-2.1 


4.9 




21.0 » 


i 10717/D05 


-3.8 


-2.8 




23.8 j 


i 1071 7/D06 


1 0 


-23.4 




33.8 


j 10717/D07 


-8.4 


-4.5 




16.8 ! 


M0717/D08 


6.8 


-7.8 




16.0 


! 10717/D09 


-55.0 


6.8 




29.1 


10717/D10 


-6.0 


3.5 




15.6 


10717/D11 


11.6 


59.1 




55.3 ' 


10717/E02 


17.9 


17.2 




24.0 


10717/E03 


19.0 


11.7 




52.2 


10717/E04 


6.1 


-28.3 




29.4 


10717/E05 


13.2 


22.4 




39.1 


10717/E06 


7.5 


-26.1 




24.8 


10717/E07 


15.3 


-7.8 




41.0 


10717/E08 


13.2 


28.2 




51.7 ! 


10717/E09 


-1.1 


-5.8 




19.2 | 


1071-7/E10 


4.7 


-6.1 




35.9 


10717/E11 


8.9 


44.9 




75.1 \ 



WO 98/07695 



PCT/US97/14736 



199 
Table 14 
( continued) 



10717/F02 


I 2.2 


i 6.2 I 


30-4 * 


10717/F03 


0.5 


-4.7 




42.8 


10717/F04 


-0.1 


-15.7 




11.4 


10717/F05 


! ¥ 


-20.1 




21.5 j 


10717/F06 


8.9 


-22.8 




490 


10717/F07 


2.0 


-14.3 




37.6 


10717/F08 


-0.7 


-23.4 




64 0 


10717/F09 


-133 


1.8 




414 


10717/F10 


-4.4 


-26.4 




54.6 


10717/F1 1 


1 .4 


91.2 




81.5 


10717/G02 


14.9 


32.3 




30.7 


10717/G03 


1.8 


18.8 




4.5 


10717/G04 


0.8 


6.0 




109 


1071 7/G05 


5.3 


-0.1 




4.7 


10717/G06 


4.3 


-3.4 




34.0 f 


10717/G07 


-1 7.0 


13.1 


i 7.5 i 


1071 7/G08 


A A 

1 .9 


36 4 


I 10.9 ; 


1071 7/G09 


-29.7 


24.9 


19.1 i 


1 0717/G1 0 


4.8 


2.4 


! 30.9 


1 071 7/G1 1 


1o.4 


71.7 


i 73.8 


4 ft71 Q / A 

1 U / l o/AO^d 


o.O 


11.3 


I 54.6 


1U/1 0/A03 


f.O 


-6.1 


I 92.7 


1071 S/A04 


D.9 


27.3 


I 81.7 


107 18/ A05 


3.2 


-6.9 




36.1 


4 A"7 4 O / A rtff 

1071o/A0o 


7.8 


19.4 




61.3 


1 0716/A07 


16.2 


-10.6 




58.6 


1 071o/A0o 


3.2 


5 ; 8 




36.8 


10718/A09 


-18.4 


-4.1 




67.7 


<«74 O/A -4 ^ 

107 lo/AlO 


23.4 


41.5 




77.9 


4 4 O / A A A 

10718/A1 1 


2.7 


21.2 




58.9 


10718/B02 


7.0. 


24.9 




52.9 


10718/B03 


1.7 


-0.2 




77.9 I 


10718/B04 


11.8 


8.5 




63.9 ! 


10718/B05 


11.5 


56.3 




76.0 


10718/B06 


16.5 


28.5 




78.4 


10718/B07 


17.7 


9 9 




53.7 


10718/B08 


5.4 


28.9 




63.4 


4 r\^4 o 

10718/B09 


-14.7 


-0.8 




52.9 


1071 8/B10 


20.1 


13.7 




83.6 


10718/B1 1 


4.5 


30.3 




69.6 


10718/C02 


26.2 


-21.9 




29.6 


10718/C03 


-13.9 


41.3 




95.7 


1 ft? i Q tfT\A 


1D.J 


14.8 




93.1 


10718/C05 . 


20.5 


10.9 




8.7 


10718/C06 


16.8 


5.6 




3.9 


10718/C07 


6.3 


-4.9 




29.6 


10718/C08 


19.6 


13.1 




22.7 


10718/C09 


5.3 


26.5 




38.2 


10718/C10 


-11.9 


-18.7 




4.4 


10718/C11 


11.4 


-0.2 




10.1 


10718/D02 


13.3 


14.4 




32.0 


10718/D03 


1.1 


61.9 




92.9 


107 18/004 


6.4 


52.0 




92.9 


10718/005 


11.5 


2.8 




10.6 
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1 0718/DQ6 


15.8 


i 20.0 


r 

! 


11.1 


1 10718/D07 


i 7.8 


I 5.6 




( 


26.1 


; 10718/D08 


3.9 


; 3.0 


! 


2.3 ! 


» 10718/D09 


i -9.1 


I £""a 

! 6.0 




9.9 


: 10718/D10 


15.0 


i 12.3 




55.3 


1 07 1 8/D1 1 


13.3 


5.4 




11.3 


4 a 7 4 oiCno 

10718/EQ2 


19 7 


1.0 


i 


46.3 


j i u / i o/cuo 


i l U.U 


DU.4 




95.3 ! 


1 n7 1 a/com 


1 lO.l 






87.7 : 


1 U t 1 O/CUO 


Iff 1 

ID. I 






32.2 ! 


1 071 AyPOfi 




9 0 




33.4 ! 


1 071 fl/P07 






! 


80.5 


1071 A/POR 






f 


69.6 


1071 A/POQ 


O Q 


17 0 


I 


| 80.8 


1 071 A/P1 0 


i 1^9 

< I3x 


.7 S 


i 


60.8 


1 071 A7P 1 1 

IU/ I Of C I I 


! 19 1 

| \ £-. \ 


-1 9 


I 37.5 


1 071 A/P09 


I 90 1 


17 fl 


< i 66.7 


1071 fi/PO^ 


) -O 9 

| "U.4S, 




f 


f 879 


1071 A/P04 




1 9 


78.1 


1071A/P0^ 




-4 Q 


i 53.7 


1 071 A/POfi 


1 ft ^ 


-Q 1 




42.5 


1 071 A/P07 
• U/ t Oft u / 


i 1fi s 






67.9 | 


1O71A/P0A 


1 o.o 


a 7 

•O. r 


j 28.4 ! 


1 07 1 A/PHQ 
\\Jf lO/rUa 


^ O 
-o.u 


.Q A 


I 52.7 ; 


I U / IO/r IU 


1 7 Q 

l / .y 


19 n 


i 23.7 


1 071 Q/C11 


in 1 

lu.l 


^ Q 




31.3 




i ^4 


AQ 9 
43.*; 




67.7 






C7 A 

Of. J 




77.9 


1\J/1 o/CjU4 


1 .0 






78.1 


I U / 1 o/oQ5 


3.7 






60.3 


iU/18/GOu 


a a 


-18.7 




61.0 


-1 A ~T ■« Q if* A"? 

10/ 1 o/UU7 


1 1 .4 


A 4 1 

-21.3 




52.0 


1071 o/GQo 


6.1 


, ^ 




17.5 


IV fi o/u09 


i a 

- lZ.a 


-10.4 




27.0 


1 A A 7 A Q / 4 A 

! 1Q718/G1Q - 


7.1 


-7.5 


! 10.8 


■ 1071 8/G1 1 


15,6 


-4.9 




I 19 i 


!*A"74JO/AAA 


21.4 


A 1 A 

43.0 




40.9 


!U7iy/A0o 


3.9 


67.7 


I 84,1 


lun y/MU4 




4 J. / 




22.9 




4 A A 

lU.U 






39.6 


1 n7i Q/Anc 


14. U 


1 O.Z 


| -7.0 


1 H71 Q/AA7 






I 68.1 


1 071 Q/AAQ 




47 1 
4/ .J 




75.5 


1071Q/A0Q 


19 


9 9 




47.0 


10719/A10 


10.9 


8.2 




13.4 


10719/A11 


7.4 


10.5 




34.9 


10719/B02 


11,5 


29.0 




47.0 


10719/B03 


14.2 


59.5 




85.8 


10719/B04 


24.9 


29.9 




38.4 


10719/B05 


17.7 


35.9 




33.6 


10719/B06 


21.3 


•0.5 




22.5 


10719/B07 


12.5 


23.7 




52.2 ! 


1071.9/B08. 


4 0 


42.3 




33.2 


10719/B09 


11.3 


-17.7 


! 23.5 
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10719/B10 




1.1 


I -1.2 


i 53.4 


10719/B11 


i 


11.2 


i -23.9 


i 36 5 


10719/C02 


# 


4.1 


J 10.2 


i 41.3 


10719/C03 


15.3 


60.6 


I 


69.1 


10719/C04 


59.9 


14.4 


t 


I 14.7 


10719/C05 




25.6 


I 27 4 


I 35.5 


10719/C06 




47.7 


! -14.3 




18.4 


10719/C07 




31.2 


I 14.4 




7.7 


10719/C08 




15.0 


! -10.2 


i 


57.5 


10719/C09 




23.5 


-0.1 




6.9 


10719/C10 


i 


11.8 


! 10.7 




7.9 


10719/C11 


I 


9.9 


* -25.7 


-5.1 


10719/D02 


i 


9.7 


I 9.8 


i 27.5 


10719/D03 


I 


4.8 


) 95.7 




93.2 


10719/D04 




27.8 


! 15.3 




28.9 


10719/D05 




16.3 


' 18.5 




71.8 


10719/D06 




25.8 


» -12.2 




11.2 


10719/D07 


I 


-123.5 


13.7 




41.5 


10719/D08 


i 


8.2 


-12.2 




45,2 ' 


10719/D09 


t 


7.8 


-3.1 


I 13.0 


10719/D10 




8.3 


-11.8 


| 22.3 


1071S/D11 




-8.7 


I -11.1 


! 12.8 


10719/E02 




26.1 


40.0 


I 35.7 


10719/E03 


17.1 


73.0 


i 87.2 


10719/E04 


31.2 


-7.4 


! 3.1 


10719/E05 


21.5 


21.2 


I 39.0 


10719/E06 


17.1 


-42.0 


! -4.5. 


10719/E07 


26.7 


-18.4 


I 55.5 


10719/E08 


21.8 


36.8 


I 80.0 


10719/E09 


13.5 


-33.1 


! 36.1 


10719/E10 


17.6 


-32.4 


I 40.2 


10719/E11 


26.3 


-51.8 


! 28.5 


10719/F02 


28.6 


14.8 


I 28.1 


10719/F03 


11.2 


-30.8 


i 89.5 


10719/F04 




26.6 


-6.0 


i 3.3 I 


10719/F05 




20.7 


35.0 


i 63.1 


10719/F06 


13.5 


-26.0 ! 




-22.0 


10719/F07 


18.7 


20.1 




36.7 


10719/F08 




15.1 


90.9 




75.7 . 


10719/F09 




,6.5 


-17.7 




19.2 


10719/F10 




10.4 


-17.7 




30,8 


1Q719/F11 




11.6 


-66.3 




8.7 


10719/G02 


27.3 


-12.2 


! -2.4 


10719/G03 


-25.8 


89.5 




87.6 


10719/G04 


11.5 


-4.7 




-8.2 


10719/G05 


18.0 


4.0 




15.9 


10719/G06 


23.2 


-45.7 




-18.1 


10719/G07 


20.1 


-8.1 




24.0 


10719/G08 


3.2 


65.4 




39.4 


10719/G09 


18.1 


-32.8 




1.3 


10719/G10 


9.7 


-27.6 




35.5 


10719/G11 


6.9 


-44.1 


I 24.0 


10720/A02 




4.7 


11.3 


I 45.2 


10720/A03 




17.7 


-5.3 


| 58.2 
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10720/A04 


12.3 


-1.8 


I 62.3 


1 10720/A05 


! 8.0 


-4.4 




43.4 


! 1 0720/A06 


5.6 


44.7 




63.6 


| 10720/A07 


6.6 


42.5 


! 57.2 


i 1072D/A03 


-2.2 


! -23.2 I 


! 77.9 


10720/A09 


8.1 


i 8.6 ? 


i 75.4 


10720/A10 


-5.2 


-2.7 | 


! 68.4 ,' 


10720/A11 


-0.6 


-23.2 




58.7 


10720/B02 


; 6.5 


18 4 




38.8 


10720/803 


i 6.4 


32.3 




53.3 


10720/B04 


9.8 


50.5 




61.8 


1 0720/B05 


11.6 


58.4 




51.8 


i 10720/B06 


7.3 


I 21.2 




55.1 


! 10720/B07 


12.0 


I 52.0 




61.5 


10720/B08 


i 3.6 


-12.6 




27.7 


10720/B09 


! 10.1 


37.6 




57.4 


10720/B10 


I -5.5 


50.2 




45.2 


10720/B1 1 


-20.3 


i 22.4 


\ 42.1 


10720/C02 


18.0 


i 23.5 




63.6 I 


10720/C03 


15.1 


i 0.9 




50.3 s 


10720/C04 


15.3 


! -13.1 




29.0 


10720/C05 


-36.1 


-15.3 




72.5 


10720/C06 


i 12.2 


-9.7 




36.7 


10720/C07 


I 20.7 


-25.4 




26.7 


10720/C08 


! 10.9 


-1.1 




65.6 


10720/C09 


12.1 


44.7 




47.5 


10720/C10 


-21.1 


2.0 




62.6 


10720/C1 1 


— " — 1 

! 52.5 


-21.9 




30.0 


10720/D02 


f 12.1 


11.1 




17.8 


10720/D03 


17.0 


0.9 




61.5 


10720/D04 


! 15.6 


-7.7 




23.6 


10720/D05 


4.8 


-24,1 




9.8 


10720/D06 


10.1 


-35.0 I 


31.8 


10720/D07 


; 11.8 


14.8 ! 


36.2 


10720/D08 


3.3 


-13.3 ! 


42.1 


10720/D09 


5.8 


2.4 i | 


62.8 


10720/D10 


I -6.6 


-10.2 


f 51.0 


10720/D1 1 


9.8 


-5.5 


I 23.9 


10720/E02 


5.7 


25.2 




18.0 


10720/E03 


1 34.3 


54.4 




54.9 


i 10720/E04 


18.4 


-2.7 




46.7 


10720/E05 


-13.8 


40.7 




55.4 


10720/E06 


25.5 


30.1 




33.1 


10720/E07 


18.8 


55.1 




30.3 


' 10720/E08 


2.5 


37.4 




55.1 




11.5 


56.4 




43.4 


10720/E10 


-4.1 


49.1 




23.1 


10720/E11 


9.3 


-65.5 




-10.4 


10720/F02 


9.1 


-19.3 




17.8 


10720/F03 


10.6 


7.1 




44.1 


10720/F04 


10.6 


-11.7 




43.1 


10720/F05 


-3.6 


-14.2 




39.8 


10720/F06 


11.9 


-24.3 




21.9 


10720/F07 


4.6 I 


35:2 




646 
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[ 09.0 f 


36.2 ; 


i 10790/FOQ 


! 59 


i 0.4 ) 


49.2 t 


10790/F1 n 


t 


o.O I 


; 42.3 i 


i079fi/pt 1 




I -Ol.l J 


i 1.6 ; 




I SO 


1 -13.1 | 


• 20.1 


1 0790/r^o** 


9 A 


I 10.0 | 


42.1 


1 0790/finA 


Z.4 


I -34.1 i 


5.0 


10790/f^ns 


1 Q 

-z.y 


I 27.0 ! 


t 37.0 




-0.4 


! -10.4 


I 21.6 \ 


10720/G07 


s 1 


! -8.0 i 


\- ^2.9 




-17 Q 


-9.5 ; 


' 26.7 ; 


10720/C^OQ 


9 1 


l -19.7 | 


\ 49.5 ; 


i V f & w/ VJ 1 w 


.1C ft 


20.4 | 


55.9 


10720/fSl 1 


• 1ft 0 


-56.7 




36.2 


10791/A09 


in fi 


17.8 




41.1 


1 079 1 /Am 


114 


25.5 




56.2 


10791/A04 


D.3 


59.0 I 


I 85.0 


10791 /Arm 


19 

1 Z. D 


I 41.4 ! 


52.9 I 


1 079 1 /AOfi 


ft A 


32.7 i 


81.3 i 


10791 /A07 


_A 7 


35.2 i 


29.7 ; 


1 079 1 /Anfl 


4.o 


24.0 I 


29.9 I 


1 A7*5 1 /acq 




28.0 I 


23.0 




5.2 


31.1 




68.9 


1 H.70 1 / A 1 1 

1U/^ i/Al 1 


4.8 


24.6 




23.9 ! 


i 1 fl79 1 yflfto 


4 Q C 

iy.0 


58.6 




82.6 | 


1 r\79i ynm 

I J U / £. l/dUJ 


19.9 


36.9 




70.8 


' 1 079 1 /QOA 


IO.O 


79.3 




93.1 


i 1 079 1 /nnt; 


45.9 


76.8 




70.8 j 


1 079 1 /ROfi 
I U / d> I / DUO 


1 A 
J. 4 


71.5 




92.4 


1 079 1 /On7 


11.^ 


47.6 




47.1 


1 0791 /ROR 
I U / ^ 1/ DUO 




64.0 




64.5 


1 0791/ROQ 


q n 
y.u 


38.9 




23. 3 t 


1 0791 /R1 n 


zu.y 


42.9 




30.4 


10791 /R1 1 


9 1 


34.6 


0.7 


1 079 1 /pn*5 


Q 7 

y. / 


68.3 ! 


59.2 i 


1 079 1 /rm 


I DO 


64.6 ! 


5.2 1 


1 0791 iC*C\A 


91 fl 


77.7 




QO 7 ' 

OO. / | 


1 0791 /rn^ 


A 

DO. 4 


68.1 




A Q 7 

4o. / 


10791/POR 


1A A 


80.2 




CC A 

0O.4 


1 0791/P07 


in Q 
iu.y 


24.6 




OA 7 ! 
ZD. / 


1 0721/POft 


^S A 


38.3 




OA ft 


10791/POQ 




39.8 




a 7 
■^4. / 


10791/Pin 


91 1 
£1.1 


17.4 




AA ft 


10791/P1 1 


1^ Q 


14.1 




^ 7 


10721/D02 


15.1 


21.5 




22 5 


10721/D03 


17.8 


11.6 




19.5 


10721/D04 


15.2 


5.0 




35.3 


10721/D05 


-25.1 


47.0 




91.9 


10721/D06 


1.6 


44.5 




9.0 


10721/D07 


6.4 


23.0 




-6.8 


10721/D08 


3.9 


31.7 




45.3 


10721/D09 


17.6 


15.3 




-4.9 


10721/D10 


23.7 


3.3 




13.4 


10721/D11 


20.6 


22.2 




23.2 
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10721/E02 


■ 17.2 


-9.5 j 


38.8 


10721/E03 


10.9 


! 25.1 


\ 


12.3 


I 10721/E04 


; 16.0 ■ 


i 48.5 




87.3 


1 10721/E05 


! 10.8 


I 61.3 


I 


69.9 


I 10721/E06 


40.4 


I 91.5 




! 81.0 


i 10721/E07 


15.6 


i 37.7 


I 


! 43.6 


10721/E08 


i 15.7 


29.8 


I 


I 39.5 


10721/E09 


36.9 


| 42.5 


J 


I 0.7 


I 10721/c10 


I 9.3 


I 19.9 


i 


55.7 


10721/E1 1 


I 0.7 


! 32.1 


; 


31.3 


10721/F02 


17,0 


! 11.0 




27.8 


10721/F03 


i 9.1 


! 7.0 




40.6 


10721/F04 


i 7.4 


I 0.0 


! 26.0 


10721/F05 


I 8.1 


20.5 




67.8 ) 


1072 t/rOo 


i 2.2 


21.7 




80.3 


1Q721/F07 


i 4.8 


3.5 l 


55.7 


10721/F08 


-6.4 


I 37.3 




j 76.1 


10721/F09 


\ 65.2 


I 7.0 


i 52.5 


10721/F10 


49.6 


! 7.5 




79.9 j 


10721/F1 1 


29.7 


i 95.9 




78.2 


10721/G02 


< 16.4 


I 23.6 


i 


7.9 


10721/G03 


I 12.1 


j 23.4 




25.3 


10721/G04 


I 3.2 


| 64.6 




90.3 


10721/G05 


i -15.1 


! 7.7 




8.6 


10721/G06 


I 18.9 


23.2 




39.5 


10721/G07 


I 3.3 


14.7 




10.0 


10721/G08 


i - — 

\ 5.4 


12.8 




-2.4 


| 10721/G09 


i 20.4 


14.9 I 


5.1 


| 10721/G10 


24.4 


i 2.1 


1 


12.0 


1 10721/G11 


1 -7.1 


0.4 




-0.0 


(10722/A02 


0.8- 


23.7 


28.9 


44.9 


I 10722/A03 


: 6.7 


0.8 


29.5 


90.3 


I 10722/A04 


13.4 


21.0 


-0.9 


51.4 , 


| 10722/A05 


10.5 


22.4 


33.5 


90.5 


! 10722/A06 


! 9.6 


28.4 


19.8 


71.6 


| 10722/A07 


i 9.4 


29.9 


23.8 


64 1 


| 10722/A08 


I 13.7 


23.9 


15.2 


70.5 


i 10722/A09 


7.3 


16.8 


21.5 


86.5 


107227A10 


6.6 


-4.2 


15.2 


79.0 


10722/A1 1 


6.7 


-0.1 


21.5 


68.6 


10722/B02 


10.1 


16.3 


28.9 


44.3 


! 10722/B03 


13.6 


19.6 


3.7 


40.1 : 


10722/B04 


14.7 


10.6 


3.1 


53.4 


10722/B05 


18.5 


9.3 


21.5 


67.2 


10722/B06 


13.9 


-4.9 


21.5 


72.6 


10722/B07 


6.6 


6.2 


20.9 


48.2 


10722/B08 


11.2 


0.5 


27.8 


72.0 


10722/B09 


8.7 


7.8 


14.6 


59.7 


10722/B10 


-0.9 


-11.3 


20.3 


56.4 


10722/B11 


5.2 


-15.5 


25.5 


83.0 


10722/C02 


29.1 


32.1 


30.6 


34.5 


10722/C03 


16.7 


42:3 


22,5 


73.6 


10722/C04 


10.7 


26.7 


8.9 


70.7 


10722/C05 


23.5 


19.1 


26.6 


44.9 
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1 r\70?/r*nA 

I U f £Z7v^UQ 


24.5 


-11.0 


; 24.9 


I 45.1 


I U / f 


i 1 5 .8 


-15.5 


' 31 2 


? 61.2 




i 17.8 


14.8 


■ 31.2 


) 80.1 




25.9 


? -3.1 


32.4 


45.1 




2.3 


I 22.8 


18.0 


f 33.9 I 




f 13.8 


f -14.2 


36.4 


: 52.6 ! 




f 30.7 


j 26.1 


31.8 


' 26.4 s 




i 15.0 


~1 — — 

i 31.0 


i -9.4 


i 52.8 I 




I 23.5 


I 20.3 


! 15.7 


' 63.4 




21.4 


\ -3 8 


! 22.0 


35.8 




i 2 1.9 


i -2.5 


I 8.9 


l 32.4 




i m 

14. 1 


J -2.8 


I 25.5 


42.6 j 




f 29.1 


I -2.6 


i 41.5 


60.5 




1 4>l 7 

1 14.7 


-17.2 


' 30.6 


52.2 \ 




1 8.2 


-0.6 


I 41.5 


I 40.5 i 




1 O C 

1 y.o 


-10.1 


I 15.2 


! 41.0 ! 




f O ft 


I 22.2 


■ 23.2 


71.1 




1 10.7 


33.0 


-7.2 


I 88.4 






1.4 


4 306 


I 52.6 




1 4fl ^ 

| 19.2 


-7.0 


i 19.2 


I 73.0 




21 .4 


7.6 


i — _ 

32.9 


. 71.6 




24.3 


28.7 


! 40.9 


71.6 


1 V * LUG 


18.6 


10.4 


( 38.7 


82.8 "I 




16.2 


4.1 


1 26.6 


55.1 




*3 4 

3.1 


-13.3 


1 31.8 


86.6 


10729/F1 1 


15.3 


4.2 


28.3 


84.0 


1077^/pn*? 


5.3 


I 9.2 


12.9 


33.9 


1 n79">/pn'> 
* us ^z/ruo 


12.0 


13.7 


-14.0 


59.7 




27.5 


16.8 


-2.0 


58.9 


1 n7*?*5/Fn*; 


15.0 


-2.8 


6.0 


6.4 ! 


* w/ 4Z/rUo 


1 1.0 


6.5 


2.6 


( 6,0 


iu/ 22/rU/ 


15.5 


-3.7 


-6.6 


63.0 


• u/ ^2/rUo 


66.3 


-5.4 


! 25.5 


89.3 


i u / z2/r uy 


15.3 


-35.8 


26.6 


65.7. 


» Ut 22/r i u 


3.3 


10.7 


1 24.9 


67.8 


TU^2/r 1 1 


4.5 


-6.5 


; 15.7 


73.2 


I UV 2Z/G02 


15.1 


27.3 


14.6 


43.0 


IUY22/G03 . 


5.3 


4.1 


-3.7 


52.2 i 


*Uf 2 2/ Co 04 


7.2 


-13.3 


11.7 


63.2 I 


iU'22/G05 » 


10.8 


-9.0 


-6.0 


9.7 | 




7.4 


-5.2 


-6.0 


12.2 


1 H 7*5*7 ;rn7 

1U/22/G07 


8.0 


-32.5 


-3.7 


41.2 


iOT22/G08 


8.2 


-8.5 


12.9 


66.1 


1U/22/G09 


6.1 


-5.9 


0.9 


51.0 




-1 7 


3.3 


16.9 


27.0 


10722/G11 


0.6 


-39.4 


0.3 


35.3 


10723/A02 


-5.5 


97.8 


64.4 


100.8 


10723/A03 


1:2 


38.5 


11.7 


76.5 


10723/A04 


272 


30.8 


13.1 


97.9 


10723/A05 


-17.8 


26.4 


17.9 


75.7 


10723/A06 


8.6 


20.1 


43.6 


79.1 


10723/A07 ! 


-6.1 


3.9 


22.1 


63.2 


10723/A08 


-12.9 


-2.1 


29.7 


77.3 


10723/A09 


-1.0 


-4.5 


42.9 


85.9 
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1 10723/A10 


I -3.1 


-24.8 


I 34 6 




1 10723/A11 


42.9 


-4.0 


I 41 5 


fin n 


! 10723/B02 


I -0.3 


91 0 




ion 7 i 


10723/B03 


! 71 


! .5 0 


14 S 




10723/B04 


[ 18.7 


i 5 1 


I dCS ^ 
I *-*\J. 1 


QH ft ' 


10723/305 


( -15.4 


| 36.4 




OD. 1 1 


10723/B06 


? 31.8 


1 19 


•JO. u 


* 3U.0 1 


10723/B07 


; 6.5 


28.8 


24 9 


00. 1 ; 


J10723/B08 


1.0 


-0 4 


56.1 


82 8 • 


Il0723/B09 


2.7 

j 


-12.0 


27 6 


: 57.7 ! 


10723/B10 


5.8 


1.8 


i 17 2 


• 88.5 


10723/B11 


6.3 


-26.0 


: 22.8 


62.6 


10723/C02 


9.6 


I 73.6 


i 39.4 


100.6 I 


10723/C03 


! -3.1 


5.9 


i 42 9 


88.8 


10723/C04 


i 8.8 


23.5 


I 36.7 


91.9 


10723/C05 


! 5.6 


35.2 


I 22.8 


73.1 


10723/C06 


I 17.8 


! -4.5 


i 26 3 


1 63.4 


10723/C07 


20.9 


! -4.0 


27.6' 


f 443 


10723/C08 


i -35.5 


i 45.0 


29.0 


83.0 


10723/C09 


! -22.3 


62.7 


! 62.3 


84 6 t 


10723/C10 


9.5 


-7.2 


I 25.6 


43.8 


10723/C11 


9.5 


-1.1 


8.9 


47.0 


10723/D02 


I 2.0 


63.2 


22.1 


93.0 


10723/D03 


! -14.7 


33.5 


8.2 


69.4 


10723/D04 


I 15.2 


45.1 


31.8 


97.7 


10723/D05 


I -6.1 


3.7 


8.2 


54.5 


10723/D06 


l 17.6 


-7.4 


6.2 


60.0 


10723/D07 


15.8 


13.4 


16.6 


21.9 


10723/D08 


-4 5 


4.9 


31.1 


53.5 


M0723/D09 


50.4 


-3.8 


21.4 


62.6 


10723/D10 


6.5 


-9.3 


21.4 


38.1 


10723/D11 


14.8 


-6.2 


24.9 


42.0 


10723/E02 


8.1 


91.0 


46.4 


97.9 


10723/E03 


8.7 


8.3 


47.1 


76.8 


10723/E04 


30.7 


- 

59.8 


_ r 

36.0 I 


94.5 


10723/E05 


6.9 


-15.6 


-4.9 i 


63.7 | 


I 10723/E06 


19.3 


11.5 


18.6 


74.4 


M0723/E07 


17.4 


38.1 


14.5 i 


47.7 


I10723/E08 


-0.4 


52.6 


26.3 i 


89.3 


I10723/E09 


7.9 


29.1 


22.1 ; 


91.7 


10723/E10 


5.2 


-7.9 


44.3 : 


59.5 


10723/E11 


8.9 


-44.6 


32.5 


50.1 


10723/F02 


10.3 


70.4 


1.3 


99.0 


10723/F03 


4 4 


9.3 


1.3 ! 


78.3 


10723/F04 


12.3 


17.5 


21 4 


94.0 


10723/F05 


-6.4 


-3.8 


-7.7 | 


45.6 


10723/F06 


20.4 


5.4 


-30.6 


84.1 


10723/F07 


20.7 


-4.1 


6.8 ! 


26.6 


10723/F08 


-0.5 


5.7 


20.7 


75.5 


10723/F09 


1.2 


14.1 


3.4 


78.6 


10723/F10 


9.1 


4.2 


-2.2 i 


74.1 < 


10723/F11 


-1.2 


-41.3 


36.7 i 


72.3 


10723/G02 


-1.6 


90.8 


13.8 


99.2 


10723/G03 


4.3 


18.5 


6.2 ; 


74.7 
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1077^/nnii 

10723/nn^ 
10777/r^nR 

10723/G08 
10723/G09 
10723/G10 

10724/A02 


8.7 

( -9.4 
\ 14.1 
- I 14.2 
I -22.9 
! -1.8 
! . 3.5 
I -4.1 
i 1.8 

I -7.8 


16.7 
1.3 

\ -26.7 
i 15.5 

! 0.1 

i -32.6 
-4.1 
-35.0 
36.7 
17.2 


I 21.4 
I 2,0 
5 -0.8 
-5.6 
f D 
-2.9 
-27.8 
-7.7 
6.3 
0.1 


i 85.9 
I 79.9 
\ 64.5 
I 43.0 j 
79.9 

80.7 ! 
40.7 \ 
39.4 i 
61 7 

30.7 l 


10724/A04 


! -15.9 


15.4 


5.0 


62.6 ! 


10724/A05 


! -15.2 


20.3 


5.0 


68.4 j 


10724/A06 


-3.7 


1.4 


30.7 


! 46.8 j 


10724/A07 
10724/A09 


i 3.7 
I -5.2 


18.3 


; 16.1 


58.7 | 


10724/A10 
M0724/A1T 


j 1.6 
12.8 


1.6 
40.0 
-18.6 


19.6 
28.6 
r 29.3 


37.5 "i 
83.8 I 
27.2 H 


10724/B02 
10724/B03 


-6.2 

I -48.9 


| 34.9 
! 14.9 


i -21.5 
14.7 


48.8 
51.0 


iU/^4/B04 i -20.5 


50.2 


42.5 


81.2 




-2.2 


21.2 


! 12.6 


45.6 


10724/B06 


13.4 


30.9 


! 43.2 


52.1 


10724/B07 


-1.8 


44.0 


27.2 


57.9 


10724/B09 


3.5 


8.7 


25.8 


43.8 


10724/B10 


8.5 


76.2 


9.8 


95.0 


10724/B11 


9.0 


-23.2 


23.0 


43.0 


10724/C02 


-0.3 


53.6 


-9.0 


40.7 


10724/C03 


-20.3 


16.5 


4 3 


68.7 


10724/C04 


-18.6 


13.2 


24.4 


84.3 


10724/005 


-18.6 


-0.8 


20.3 


67.7 


10724/C06 


< -1.5 


-2.4 


34.9 


15.4 


10724/C07 


! -1.2 


9.4 I 


22.3 


14.2 


iU/^4/C09 I 93 


1.0 


20.3 l 


5.3 


10724/C10 | -2.3 


13.8 | 


27.2 | 


91.2 




10.3 . 


0.7 


23.0 


4.9 j 


I 10724/002 


12.4 


40.5 


-9.6 


37.5 


10724/D03 


0.1 


2.5 i 


-15.2 


18.2 


10724/D04 


0.5 


5.4 | 


-1.3 


70.5 


10724/D05 


-1.6 


-8.4 


35.6 


36.1 


10724/006 


12.4 


-12.4 


40.4 


23.0 


H0724/D07 


-2.6 


25.6 


7.0 


38.1 


i 10724/D09 


0.9 


-15.3 


18.9 


16.1 


10724/D10 


3.7 


12.7 


38.3 


59.6 


10724/011 


14.9 


12.9 


29.3 


20.3 


10724/E02 


17.7 


09.0 


-54.2 


55.4 


10724/E03 


10.6 


33.1 


147 


85.8 


10724/E04 


55.2 


8.9 


-32.6 


93.3 


10724/E05 


13.8 


0.5 


-7.6 


70.3 


10724/E06 


8.3 


1.6 


6.3 


25.8 


10724/E07 


-3.6 


9.4 


0.1 


46.8 


10724/E09 


14.3 


6.3 


21.0 


27.0 


10724/E10 


7.3 


41.4 


34.9 


84.0 


10724/E11 


5.1 


-26.8 


5.0 


39.3 


10724/F02 


9.7 


27.4 


0.8 


73.0 
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: 1Q724/F03 


I -12.5 


! 9.8 


: -45.8 


I 44.2 


I 10724/F04 


I 10.2 


I 2.9 


j -52.1 


I 81-9 I 


I .0724/F05 


i -7.2 


' -16.4 


i -0.6 


67.0 J 


, iQ724/F0o 


! 13.8 


-3.5 


! -5.5 


51.2 


■ i07.24/h07 


; -6.0 


8.9 


-6.2 


! 47.3 


. 10724/F09 


I 17.1 


-14 6 


-17.3 


20.5 


70724/F10 


i 2.7 


; -km 


: 15 


55.6 i 


1Q724/F1 1 


4.5 


! 3.8 


; -69 


49.3 ; 


10724/G02 


I 15.1 


42.5 


« -7.6 


44.9 


• 10724/G03 


! -8.4 


-» =-r ■ — 

! 7.8 


t -2.7 


36.7 


1Q724/G04 


I -7.9 


: 12.9 


j -12.4 


71.0 


1 /one 


I O 1 


! -20.8 


I -10.3 


61.0 


i U / ^4/oUO 


: 0.1 


I 3.2 


! -6.9 


20.3 




1 T5 

1 -19 


I -11.7 


i -41.6 


2.3 


lU/^4/<jQ9 


9.1 


I -21.7 


-18.0 


-2.8 


1 iU/^4/o iU 


7.0 


I -10.6 


-15.9 


62.8 




6.8 


| • -29.5 


I -29.1 


11.2 


l tU/^O/AOZ 


-2.0 


3.9 


i -14.2 


I 46.6 


! 10725/A03 


3.6 


-38.2 


t 5.9 


| 68.0 . 


1 10725/A04 


i -8.6 


26.2 


! -3.2 


! 55.3 : 


\ 10725/A05 


-13.9 


I 7.9 


13.1 


47.5 ! 


1 10725/A06 


-7.3 


I -9.5 


40.9 


71.7 , 


• 1Q725/A07 


-12.3 


I 18.2 


17.9 


59.3 


1 10725/A08 


-2.9 


! 10.9 


14.1 


45.3 


, 10725/A09 


-13.9 


4.9 


29.4 


44.3 


i 10725/A10 


-3.2 


! 14.0 


33.7 


43.2 


10725/A1 1 


i -21.9 


! 14.6 


18.9 


49.1 


10725/B02 


i -2.8 


2.5 


-7.5 


66.9 


10725/B03 


I 4.9 


-15.3 


7.8 


70.8 " 


10725/304 


1.1 


76.9 


9.3 


90.4 


10725/805 


-61.0 


20.4 


44.7 


68.3 


10725/B06 


-0.5 


i -13.7 


31.3 


53.3 


10725/807 


24.6 


t 45.8 


100.8 


74.0 


10725/808 


-24.1 


41.8 


29.4 


66.7 


10725/809 


0.4 


i 72.3 


43.8 


65.7 


10725/B10 


5.1 


I 53.3 


26.0 


69.9 


10725/B1 1 


^2.3 


! 43.0 


66.3 


76.3 


10725/C02 


7.0 


f -43.4 


-5.1 


6.3 I 


10725/C03 


2.0 


-12.7 


19.3 


72.9 j 


10725/C04 


-27.3 


31.8 


25.1 


75.9 i 


10725/C05 


-37.0 


-21.9 


28.9 


31.7 


10725/C06 


-9.3 


-11.5 


46.6 


54.7 


10725/C07 


65.0 


-16.5 


107.0 j 


38 8 


10725/C08 


-8.7 


-11.9 


101.7 I 


28.0 


10725/C09 


11.2 


23.6 


34.7 


24.1 


10725/C10 


8.7 


5.3 


38.5 


-0,6 


10725/C11 


104.5 


-22.1 


80.7 


48.4 


10725/D02 


-3.6 


-23.9 


-8.4 


14.0 


10725/D03 


-11.3 


-2.5 


5.4 


72.9 


10725/D04 


3.6 


4.3 


12.2 


55.1 


10725/D05 


2.3 


-19.7 I 


10.7 


24.5 


10725/D06 


-0.5 


-26.4 


21.7 


24.7 


10725/D07 


2.6 


•25.8 


18.4 


37.0 


10725/D08 


1.8 


20.0 


38.5 


39.2 
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M0725/D09 ! -0.9 


4.3 


! 35.6 


28.0 j 


M0725/D10 i 9.0 


11.7 


43.8 


I 27.8 


•l0725/D11 i 13.6 


-12.5 


23 2 


100.5 ) 


i <U/2b/tU^ 


-5.6 


4 3 


-8.9 


I 40.2 I 


iU/^/fc03 f -0.8 


-10.3 


< 10.7 




TUf25/E04 


! -38.8 


312 


3.1 


! 59.0 




10725/E05 


! -0.2 


-5.5 


27.5 


-f — 

! 28 9 : 


1U/25/E06 I -1.8 


-17.7 


39.0 


36.7 




10725/E07 9.7 


12.5 


26.9 


i 45.3 




i w f ^j/CUO 


i 12,1 


"tA O 
1«*.2 


48.6 


: 39.7 




1 0795/PriQ 


I 7.0 


1 1 A 


37.5 


• 22.4 




1 0795 /Pm 


I O o 

! 9.3 


a 1 


28.4 


1 -4.7 






A O rt 

| 18.9 


-OO.U 


i 20.8 


! 9.6 




1079^/Pn9 


5 8 


-J. f. 


I A C A 

I -15.1 


i 27.8 






4.3 


-Ifi 9 
-JO. 2 


i O^ A 

I -27.1 


1 63.2 




10795/Pf\d 


1 -6.9 


-i4Q 


j -4.6 


1 38.1 






-0.8 


-1R Q 


I -5.o 


15.5 




1 079n7Pn.fi 


-1 .0 


-*3 / . o 


i i A A 


\ 41.8 




i 10795/PH7 


o,9 




i 15.Q 


i 67.8 






8.9 




28.9 


I 722 




1079Q/Pna 


1 6.8 


19 9 


OO ^ 

28.4 


/ 455 






; 4.8 


1 7 


A ? ft 

17.9 


14.2 




1 H79C/C 1 1 

i U/23/r 1 1 


! 9.9 


9n a 


ort *s 

20.3 


25.7 






-3.7 




-11.8 


30.8 




i U/25/GQ3 


-6.9 


9 c 
-2.D 


-6.5 


58.6 




1 0725/G04 


6 1 


19 1 


-8.9 


I 47.1 




10725/G05 


-18.3 


OO. f 


7.4 


15.6 




1-072 5/G06 


21.7 


1 q a 


27.5 


35.8 




10725/G07 


4.8 


-to. a 


23.7 


39.7 




i U72O/G08 


-14.8 


-lo. r 


8.3 


47.3 




10725/G09 


15.2 


0.5 


43.8 


4.7 




A ATI £ 4 rv 


r tt~i 

! 11.1 


A 7 O 

17.8 


44.7 


27.7 




10725/G1 1 


-28.0 


•JO ,4 


22.2 


25.7 




1 0726/A03 


-2.6 


•4 o c 

-12.5 


4.3 


70.1 




1 A70C/A f\ i 

1 0726/A04 


7.6 


40.8 


44.2 


85.7 






"7 A 


-28 4 


22.1 


75.2 j 


10726/A06 


-4.6 


f\ o 
0.2 


22.1 


54.7 l 


10726/A07 


-72.3 


88.7 


-36.8 


101.4 


10726/A08 


-4.0 


-28.4 


10.7 


63.1 




10726/A09 i 


-4.5 


-6.3 


16.4 


70.8 




10726/A10 | 


3.7 


20.5 


8.1 


58.9 




10726/A11 


0.5 


£ 1 

o.2 


23.3 


70.8 




10726/B03 


11.1 




16.4 


81.1 




10726/B04 


16.8 


71 1 

r I . I 


39.1 


78.9 




10726/B05 


13.2 


49.0 


97 1 


96.8 




10726/B06 


11.3 


6.6 


34.1 


76.1 




10726/B07 


-36.5 


72.4 


-59.5 


98.5 




10726/B08 


12.2 


23.6 


24.6 


60.2 




10726/B09 


7.5 


28.9 


22.7 


72.3 




10726/B10 - 


3.7 


40.8 


6.2 


58.5 




10726/B11 


7.4 


39.4 


23.3 


64.4 




10726/C03 


24.9 


29.6 


28.4 


38.9 




10726/C04 


12.3 


58.4 


36.6 


91.7 




10726/C05 


4.0 


16.7 


25.2 


58.0 
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10726/C06 


i 23.8 


j -0.9 


36 0 




10726/C07 


-170 


| 40.8 


-67 7 




i 10726/C08 


• 3.4 


i 7 -5 




t **o.o 


f 10726/C09 


I 12.9 


-14.3 






i 10726/C10 


1 5.5 


2.8 


1 16.4 


00. / 


10726/C11 


-32.2 


4.8 


I 51 1 


1 "\A 7 


10726/D03 


1 21.6 


I -5.4 


i 21 4 




10726/004 


! 7.8 


I -20.1 


i 34.1 


62.9 


10726/D05 


' 8.2 


i -8.1 


I 39.1 


. 51.2 


10726/D06 


16.3 


-24.4 


I 28.4 


; 42.8 


10726/D07 


-26.9 


18.5 


i -81.0 


i 84.6 


10726/008 


i 12.1 


•11 4 


i 22.1 


i 39.5 


10726/D09 


I 14.4 


! -6.5 


I 22.1 


: 45.7 


10726/D10 


I 14.7 


-6.5 


i 32.2 
J 


i 35.3 


10726/D11 


1 10.5 


-6.3 


i 30.9 


I 9.6 


10726/E03 


-5.5 


-15.9 


20.2 


! 62.4 


10726/E04 


8.1 


53.0 


12.6 


: 85.5 
j 


10726/E05 


1 8.1 


\ 5.5 


i 4.3 


) 71.0 


10726/E06 


i 6.2 


i ' -20.6 


41.7 


| -7.4 


10726/E07 


-40.0 


: 20.5 


! -12.1 


! 84.0 


10726/E08 . 


4.1 


I -8.5 


J 34 1 


58.9 I 


10726/E09 


9.9 


! 10.0 


I 34.7 


1 50.3 ■ 


10726/E10 


16.5 


-9.0 


37.9 




41.5 


10726/EM 


16.2 


-14.1 


30.3 


34.5 


10726/F03 


8.3 


-17.4 


5.6 


54.1 


10726/F04 


31.5 


33.4 


18.3 


93.5 


10726/F05 


8.9 


-26.8 


-17.8 


51.2 


M0726/F06 


i 17.7 


-24.1 


17.0 


16.2 


10726/F07 


I 9.6 


76.2 


-99.4 


96 1 


10726/F08 


i 15.3 


-21.5 


28.4 


67.3 


10726/F09 


9.6 


-22.8 


-2.6 


66.8 


10726/F10 


I 7.0. 


-17.4 


9.4 


51.4 


10726;F11 


13.6 


-16.8 


25.2 


57.6 


I 10726/G03 


11.3 ' 


-17.2 


4.3 


26.8 


10726/G04 


9.7 


60.6 


14.5 


72.8 


10726/G05 


14 9 


5 1 


6.2 


81.1 


! 10726/G06 


7.0 


-37.5 


-26.6 


19.9 I 


f 10726/G07 


-13.7 


54.4 


-107.6 


94.8 


1 10726/G08 


2.9 


-2.7 


14.5 


39.1 


1 10726/G09 


3.6 


3.3 


13 2 


42.4 


1 10726/G10 


10.5 


6.0 


-7 0 1 


26.8 


H0726/G11 


9.1 


1.3 


-7.7 ! 


11.8 


! 10727/A02 


-1.3 


3.2 


-10.3 


52.0 


M0727/A03 


6.3 


-19.2 


-4.5 ! 


40.7 


1 10727/A04 


-4.6 


28.2 


12.3 I 


80.9 


10727/A05 


4.2 


-3.0 


5.7 


29.0 


10727/A06 


-17.1 


-6.3 


13.7 


32.7 


10727/A07 


-10.7 


-3.7 


12.3 


61.1 


10727/A08 


-0.6 


9.7 


15.2 


9.7 


10727/A09 


-16.8 


12.7 


16.6 


44.2 


10727/A10 


-6.4 


89.0 


18.1 


95.2 


10727/A11 


7.4 


6.2 


10.8 


16.5 


10727/B02 


2.4 


-18.4 


-10.3 


90.5 


10727/B03 


-13.4 


-2.8 


-7.4 


84.5 
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10727/804 


46.0 


47.4 


21.0 | 


87.1 


10727/B05 


10.5 


39.0 | 


9.4 ! 


83.3 


10727/B06 


-3.9 


40.7 | 


64 


91.0 


10727/B07 


8.4 » 


46.5 ) 


0.6 f 


83.5 


10727/B08 


4.0 1 


47,4 ! 


14.4 


90.7 


10727/B09 


6.7 


31.7 ! 


18.1 


81.9 


10727/B10 


3.9 


94.0 


- 29.7 


99.2 


10727/B11 


16.8 I 


6.9 


15.9 


69.8 


10727/C02 


-2.0 


-28.5 i 


-12.5 | 


73.8 


10727/C03 


-3.2 


14.6 [ 


11.5 | 


11.9 


10727/C04 


0.2 


27.6 


23.2 i 


61.7 


10727/C05 


13.7 


11.8 


7.9 


8.9 


10727/C06 


5.2 I 


5.6 


12.3 


45.2 


10727/C07 


15.9 


8.4 


13.0 


36.7 ; 


10727/C08 


4.9 


3.6 


23.2 


47.8 i 


10727/C09 


-13.5 


16.6 


21.7 


37.9 


10727/C10 


-35.3 


85.3 


45.7 


94 4 


10727/C11 


-25.6 


-15.6 


22.4 I 


MS 


10727/D02 


3.2 | 


22.6 


5.7 ! 


515 


10727/D03 


3.1 | 


39.4 


-3.0 


24.0 


10727/D04 


25.9 t 


39.6 


6.4 


76.0 


10727/005 


8.5 


3.4 


-0.1 | 


39.9 ! 


10727/006 


13.1 


8.6 


10.8 


24.4 | 


10727/007 


19.7 


10.5 


-14.7 I 


50.6 i 


10727/D08 


14.1 


-0.5 


5.0 I 


8.5 


10727/D09 


8.2 


15.1 | 


7.2 ! 


17.9 


10727/D10 


114 


86.2 


9.4 


79.9 


10727/D11 


10.5 


-23.7 


17.4 


17.3 


10727/E02 


9.3 


22.4 


-6.7 


28.0 


10727/E03 


11.1 


35.5 


5.7 


28.8 


10727/E04 


46.1 


82.1 


-7.4 


98.4 


10727/E05 


17.1 


12.9 


-7.4 


12.1 ; 


1 0727/E06 


14.2 


-9.3 


94 


-2.2 


10727/E07 


20.1 


7.1 


10.1 


45.2 


10727/E08 


14.2 


25.6 


23.9 


27.0 


10727/E09 


9.3 


15.1 


15.9 


28.4 


10727/E10 


9.7 


85.1 


5.0 


96.6 


10727/E11 


37.3 


-33.4 


7.9 


-5.4 ■ 


10727/F02 


15.9 


-0.5 


11.5 


52.0 


10727/F03 


8.9 


36.8 


-3.7 


22.0 ; 


| 10727/F04 


15.3 


17.9 


-10.3 


92.0 j 


! 10727/F05 


21.8 


-9.1 


-3.7 


6.0 ; 


10727/F06 


14.5 


4.9 


8.6 


37.7 


10727/F07 


21.4 


-8.9 


2.1 


17.9 


10727/F08 


12.5 


-5.4 


10.1 


36.9 


10727/F09 


-45.2 


-2.0 


21.7 


9.3 


10727/F10 . 


15.9 


74.1 


9.4 


93.4 


10727/F11 


17.3 


-2.6 


18.1 


-30 


10727/G02 


7.1 


37.5 


-20.5 


81.5 


10727/G03 


-3.5 


19.4 


-10.3 


40.5 


10727/G04 


27.2 


80.6 


-27.0 


94.0 


10727/G05 


8.0 


11.2 


-2.3 


7.1 


10727/G06 


2.9 


-12.1 


-12.5 


31.1 


10727/G07 


i 7.2 


5.4 


-24.1 


29.6 
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i 10/27/GOo 


' 15.7 


i -19.6 


i -7.4 


21.8 


| 1Q727/GQ9 


i 5.7 


! -9.7 


10.8 


i 18.8 


| 1U/2/7G 10 


i -5,6 


r «e 4 

i 85.1 


10.8 


i 99.2 ; 


i iU/2 /7(j l i 


f • 6.9 


I -3.5 


15.9 


i -0.8 j 


« 1U728/AG2 


-12.3 


! 9.2 


-7.9 


| 25.6 


i0728/AQ3 


-7.3 


* -25.8 


* -7.9 


I 29.2 


10728/ ACM 


. -3.5 


i 28.0 


15.6 


i 28.5 


10728/A05 


I -10.8 


! 17.7 


4.5 


i 31.8 j 


1 U 72 8/A06 


-10.4 


t 17.2 


1 -3.1 


j 19.7 ' 


' A A7*3 ClAn7 


-21.6 


59.6 


31.1 


28.5 


1 i A7*5Q /ATiO 

! iU/2o/A0o 


' -1,4 


24.1 


0.5 


40.2 | 


i u / 20/Auy 


' -3.5 


a ft i 

19.3 


10.3 


I 53.1 j 


1 H7T fl/Ain 


! -To. 3 


*5 A 

-3.4 


1.8 


77.2 


1 1 n7*?A/A 1 1 
i J U / £0/M i i 


| -2.3 


-U.D 


-9.3 


58.8 ! 


, lU/ io/dU2 


] "l I . I 


4 ft C 


-0.4 


61.2 ] 


i rt7*5 Q /□no 
1U/20/UUJ 


i a *a 
! -13 


-3o.o 


! 10.3 


74.4 ; 


lU/2o/oU4 


-o.O 


i -2.0 


I A Q 

I 9.8 


67.2 


a. r\7iQ/onc 
lU/2o/DUb 


-12.3 


* 26.9 


1 7T~a 

1 9.4 


! 60.4 


1072c/B06 


4.7 


I 38.1 


1 7.6 


i 56.0 


10728/B07 


31.4 


11.1 


j 20.9 


82.2 


10728/B08 


14.8 


34.7 


-6.6 


77.0 


. 10728/B09 


1 1.7 


31.7 


-0.4 


81.7 • 


10728/B 10 


3.9 


16.8 


1 2.7 


79.3 | 


10728/B1 1 


-1.0 


48.2 


-12.4 


80.3 


10728/C02 


-32.1 


-35.4 


42.3 


15.5 


10728/C03 


10.5 


9.7 


24.9 


16.9 


1Q728/C04 


-0.0 


16.1 


27.2 


33.6 I 


</\71fJ 

1Q728/CQ5 


I -21.7 


16.1 


23.2 


33.7 


1 10728/C06 


8.4 


4.2 


2.7 


22.9 


f 1Q728/C07 


-7.2 


8.3 


8.9 


— ' ah ! 

46.3 ! 


i 10728/C08 


-2.2 


17.5 


9.4 


25.5 ' 


1Q728/C09 


14.5 


-6.8 


8.1 


31.6 i 


10728/C10 


6.1 


A A I 

4.4 . 


11.2 


28.7 ! 


10728/C11 


-10.1 


21.8 


8.5 


45.2 i 


10728/D02 


-0.3 


9.9 


9.8 


21.4 ; 


10728/D03 


10.2 


10.8 


32.0 


13.5 j 


1 0728/DC4 


6.8 


-11 


26.7 


23.1 


j 10728/D05 


4.9 


12.7 


7.2 


29.5 


10728/D06 


10.4 


5.8 


5.8 


23.2 ; 


10728/D07 


8.1 


2.4 * 


2.3 


21.8 


1 0/28/D08 


13.5 


6.9 


*■> 7 

2.7 


34.7 


-i ft7i d ir>r\r\ 


4 ft C 

10.5 


-2.9 


i ft 

-3.9 


27. o 


; I0728/D1 0 


17.9 


18 6 


-3.9 


"art c I 

30.5 1 


I 1 U72B/D1 1 


15.9 


22.1 


-10.2 


52.5 ' 


1Q72B/EQ2 


£ 4 

5.4 


7.4 


4 e ft 

15.2 


K~A 1 

5.4 


' 10728/E03 


13.2 


9.5 


12.0 


4 41 ft 

1 1.9 


10728/E04 


5.5 


10.1 


23.2 


25.6 


10728/E05 


17.4 


7.4 


5.8 


53.4 


10728/E06 


6.6 


-4.7 


12.0 


26.4 


10728/E07 


9.6 


21.8 


28.0 


79.8 


10728/E08 


15.2 


5.1 


29.4 


46.3 


10728/E09 


9.0 


0.1 


22.3 


40.0 


10728/E10 


24.7 


-20.8 


13.8 


57.2 


10728/E11 " 


16.3 


-5.9 


6:9 


53.1 
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10728/F02 


2.9 


I 4.4 


7.2 


; 1 3-D 


10728/F03 


I 6.8 


i -0 2 




I 1fl 7 


10728/F04 


i 14.2 


I 5.1 


J 7 9 




10728/F05 


I 6.0 


I -5.9 


» _n a 




10728/F06 


i 14 4 


-1.5 


! 1 R 

' 1 . o 




10723/FO7 


2.4 


-2.2 


1 -O ft 




10728/F08 


14.5 


-13.5 


! A Q 




10728/F09 


5.9 


-13.0 


4 Lf 




10728/F10 


18.0 


-6.3 


j 49 




10728/F11 


16,7 


; o.e 


1 -12.4 


72.5 


10728/G02 


2.3 


1 -10.2 


i 0.9 


! 7.1 


10728/G03 


14.3 


-2.0 


-8.4 


; 8.8 


10728/G04 


l 21.8 


-8.2 


0.5 


20.9 


10728/G05 


I 9.4 


7.2 


-4 4 


63.1 


10728/G06 


13.5 


-14.1 


-13.3 


25.3 


10728/G07 


I 22.6 


-12.3 


-17.3 


42.4 


10728/G08 


21.4 


-5.7 


-119 


42.3 


10728/G09 


6.8 


-8.0 


! 6.3 


22.2 


10728/G10 


10.4 


-12.5 


f -0.8 


27.9 j 


10728/G11 


3.2 


16.1 


j -12.8 


71 4 i 


10729/A02 


15.5 


10.0 


-25.7 


——1 1 

28 1 ] 


10729/A03 


4 7 


27.0 


1.9 


27.5 


10729/A04 


■40 


58.8 


-16.6 


45 4 


10729/A05 


-17.7 


23.4 


-6.8 


38.8 


10729/A06 


-10.9 


36.5 


-8.6 


29.8 


10729/A07 


-10.0 


49.0 


-36.7 


51.1 


10729/A08 


-13.3 


37.8 


-23.4 


48.1 


10729/A09 


0.4 


25.7 


11.0 


80.3 ! 


10729/A10 


0.7 


28.7 


-12.8 


34.8 


10729/A11 


4.9 


15.5 


-11.7 


49.9 I 


10729/B02 


13.8 


— 

34.9 


-10.2 


77.2 { 


10729/803 


11.2 


38.2 


-9.4 


57.3 


10729/B04 


0.1 , 


63,7 


-22 7 


43.8 


10729/B05 


-5.2 


50.6 


-25.7 


51.0 


10729/B06 


2.0 


56.9 


-19.2 


61 .1 


10729/B07 


-13.4 


69.0 


-33.2 


58.2 


10729/B08 


-14.7 


53.2 


-13.6 


66.0 


10729/B09 


-16.0 


51.6 


-6.4 


47.2 


. 10729/B10 


-0.7 


68.3 


-13.9 


32.6 


10729/B11 


7.8 


18.8 


4.2 ! 


36.6 


10729/C02 


6.0 


16.9 


9.1 


18.2 


|10729/C03 


11.0 


25.7 


13.7 


13.5 


' 10729/C04 


-2.5 


35.9 


4.2 


20.7 


10729/C05 


5.8 


21.8 


-5.6 


15.5 


10729/C06 


3.8 


38.2 


3.1 


15.2 


10729/C07 


-22.4 


60.8 


-1.8 


58.4 


10729/C08 


-20.3 


25.4 


-13.6 


55.7 


10729/C09 


-26.4 


33.2 


-34.8 


60.4 


10729/C10 


2.5 


45.7 


3.5 


15.8 


10729/C11 


10.4 


35.9 


-17.4 


41.3 


10729/D02 


12.2 


5.7 


15.6 


31.7 


10729/D03 


15.3 


15.5 


14.1 


22.6 


10729/D04 


-5.7 


18.8 


-12.8 


33.1 


10729/D05 


2.2 


22.1 


2.3 i 


28.1 
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10729/D06 


! 0.2 


A* 7 


I 9 7 


' *jn o 
1 Ju.A 


10729/D07 


I -15.3 


01 A 


on n 


AO.D 


10729/DQ8 


i -26 1 


in 3 


01 1 

-A\ . 1 


Af.O 


10729/D09 


\ -9Q 


44. I 


1 o 1 

- tA. I 


1 44. 0 


10729/D10 


\ 4- 1 


/ 11 3 


-1 1 1 


X JO. 1 


10729/D1 1 


i -2.0 




1 n 1 

U. I 


t 1 ft fl 

{ 1 O.O 


10729/E02 


| 26.6 




1 Oft A 


117 

l II./ 


10729/E03 


; 6.9 


20.1 


\ 0Q 9 


97 *; 
A 1 .0 


10729/E04 


9.7 


19.5 


; 26.5 


q ft 

9. 0 


10729/E05 


46.8 


12.6 


4 9.9 


13 4 


10729/E06 


12.1 


43.7 


, 24.7 


-0 7 


10729/E07 


I 4.1 


26.7 


29.6 


21 6 


' 10729/E08 


i 10.9 


40.1 


i 11.0 


I 73.7 


10729/EO9 
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-4.8 
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*♦. i 

10.2 


10733/C08 


! -28.5 


65.8 


f -3.6 


85.7 


10733/CC9 


! -18.0 


46.0 


i — 

? 91 9 


16.3 


10733/C10 


f -7.6 


36.0 


j -6.4 


; 20.5 


10733/C11 


I 42.8 


15.8 


I 62 2 


; 35.1 


10733/D02 


3.1 


12.5 


17.6 


! 63.4 


10733/D03 


33.2 


11.2 


1 

! 40.7 


I 32.8 


10733/D04 


15.5 


19.9 


26.5 


J 377 


10733/D05 


16.5 


10.6 


16,8 


! 25.1 


10733/D06 


17.9 


30.8 


1.3 


' -19.4 


10733/D07 


-1.4 


37.4 


0.9 


-6.8 


10733/D08 


-8.3 


38.3 


42.3 


80.0 


10733/D09 


9.8 


48.3 


33.8 


38.7 


10733/D10 


2.9 


46.8 


-10.1 


22.8 


10733/D11 


1.0 


33.7 


-4.0 


31.6 


10733/E02 


0.8 


-1.3 


20.8 


60.5 


10733/E03 


42.6 


10.7 


43.1 


26.8 


10733/E04 


2.1 


45.4 


-13.7 


17.5 


10733/E05 


10.6 


58.3 


-33.2 


2.9 


10733/E06 


13.5 


37.3 


22.4 


10.4 


10733/E07 


13.2 


19.9 


29.3 


-10.1 


10733/E08 


-5.1 


54.2 


75.2 


81.1 


10733/E09 


13.4 


72.4 


35.8 


62.6 


10733/E10 


5.5 


31.3 


10.3 


52.8 


10733/E11 


5.5 


31.6 


15.9 


71.8 


10733/F02 


-15.7 


11.3 


3.8 


71.6 


10733/F03 


17.5 


-3.6 


24.5 


24.2 


10733/F04 


21.4 


76.3 


-28.7 


65.1 


10733/F05 


26.2 


84.6 


-25.1 


65.1 


10733/F06 


19.3 


17.8 


-4.8 


20.9 


M0733/F07 


16.4 


19.2 


1.7 


-16.4 


10733/F08 


-13.2 


17.2 


-32.4 


66.6 


10733/F09 


-2.1 


30.1 


-0.3 


52.8 


10733/F10 


8.5 


21.9 


-5.6 


24.4 ! 


10733/F11 


4.1 


0.6 


-17.8 


44 4 


10733/G02 


8.3 


-6.2 


-7.6 


64.5 


10733/G03 


24.7 


0.7 


12.7 


30.5 


10733/G04 


11.5 


10.6 


11.9 


20.3 


10733/G05 


19.2 


1.5 


-1.1 


1.8 


10733/G06 


37.0 


5.2 


0.1 


0.8 


10733/G07 


19.5 


18.1 


-6.8 


8.5 


10733/G08 


2.5 


44.2 


68.7 


79.0 


10733/G09 


77.8 


38.7 


-17.0 


41.4 


10733/G10 


12.7 


18.2 


-58.0 


41.9 


10733/G11 


3.3 


-1.0 


-4.4 


32.6 


10734/A02 


4.1 


0.0 


-3.8 


51.1 


10734/A03 


10.1 


18.5 


22.3 


87.8 


10734/A04 


0.6 


11.4 


11.7 


68.0 


10734/A05 


9.1 


22.6 


2.9 


69.9 


10734/A06 


-6.4 


-6.4 


-9.9 


46.9 


10734/A07 


-9.4 


15.2 


21.9 


89.3 


10734/A08 


0.1 


6.8 


9.1 


71.5 


10734/A09 


-7.9 


27.3 


-9.5 


88.4 
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] 1 07o4/A1 0 


1 4.4 


27.8 


t 26.3 


55.4 


| 10734/A1 1 


6.3 


12.5 


5-5. 


< 51.9 


1 10734/B02 


! 8.5 


-8.9 


-2.9 


: 61.9 


1 10734/B03 


I 21.7 


45.1 


I 13.0 


I 90.1 j 


\ J 0734/SQ4 


I 2.8 


38 7 


l 14.4 


\ 88.4 


1 U / J4/OUO 


1 -2.3 


17.8 


l 56.3 


1 67.8 


i 0/ 34/bQ6 


-0.9 


54.0 


\ °^ 


i 912 J 




a a 


65.5 


18.8 


i 93.2 


1 fl71 /i /Dr\Q 
\\Jf J4/D(JO 


ft c 
-0.5 


19.3 


! -2.4 


i 56.1 


1 \\J( j4/buy 


ft o ft 

-32.3 


| 34.9 


12.6 


94.3 




> 15.7 


1 60.7 


7.7 


i 82.6 


1U734/B1 1 


1 12.6 


50.9 


i -5.5 


i 83.6 


i, A7*3 >« /r^nft 
1 Ur 04/UU2 


I ft A 

\ -3.9 


-6.7 


! 36.0 


! 78.6 


•1 ft 7 *2 ,4 ft o 

1U/ J4/GQ3 


I -5.6 


48.6 


1 24.5 


i 88.2 


\\Jt 34/(J04 


f -37. o 


38.1 


i _ ^ 

24.5 


90.7 


1 A7T/< /pnc 

IU/ 3*4/L#U5 


-10.3 


i 9.3 


3.8 


52.7 


1 A7T/1 tr*r\G 


-1.7 


18.4 


-0.2 


! 48.3 


1 u / o**/ou / 


ft T 

-2.7 


A A A 

41 .0 


{_ 32.0 


» 96.8 


1 A. 7 1/1 /pno 


•5 A ft 

1 -34.2 


35.1 


1 5.5 


93.2 


■i ft 7*3 /I //—» AA 

iu/ o4/uuy 


1 4 ft ft 

! -13.3 


36.2 


11.3 


88.6 


IU/ j4/C10 


I 10.1 


I 24.4 


17.4 


11.6 


10734/C1 1 


I 6.3 


18.0 


9.1 


23.9 


1U/ 34/UtJ2 


1 A A C 

| -11.5 


I 5.2 


I 6.4 


46.0 


lUY 34/UU3 


i 17.4 


19.6 


I 24.1 


78.6 


l U/ J4/UU4 


t 6.1 


-10.7 


13.5 


46.9 ; 


4 /r"\/ft C 

lU/ 34/LJU5 


i ft A 

2.4 


-9.6 


8.2 


I 55.0 | 


IU/ 04/UUD 


ft ft 
0.0 


1.3 


-9.1 


! 30.6 


I u / o**/uu / 


A A 7 

14. 7 


C 4 4 

51.1 


28.1 


* 92.0 


1 071/! /PkHO 


ft c 

2.5 


4 ft "T 

-13.7 


2.0 


i 49.8 


iu/ o**/L/uy 


-1 1 .& 


ft 4 /i 

21.0 


42.2 


88.0 




11.1 


-4.4 


9.9 


20.6 


i I U / OH/ U I I 


ft o 

9. a 


14.6 


17.0 


33.9 


I 1 f\7lA /Cm 


7 Q 

7.9 


4 a a 

-10.8 


50.1 


66.9 j 


J U/ Jh/cUj 


ftfi ft 

26.9 


55.0 


27.2 


99.3 j 


IU/ J4/CU4 


A ft "7 

10.7 | 


-7.8 


26.7 


88.9 


1 A7*5yt /C AC 

i U / J4/fcQ5 


10.6 


7.9 


17.9 


63.6 ! 


•1 ft 7*5 ^ /C J"- £^ 


28.4 


6.3 


13.5 


50.6 i 


1 A71 /C A 7 

1 U / J4/fcU7 


ft ^ m 

27.9 


82.4 


8.2 


100.8 


i U / o4/tUo 


26.6 


24.2 


13.0 


89.1 


; l u / tuy 


Q ft 

o.O 


-T ft /■* 

73.0 


1.1 


96.2 


' 1 n7*l>l /C <i ft 


A Q C 

18.5 


-5.0 


29.8 


27.9 


1 1 A71il /C1 1 
\ lUf o*#/c I l 


A ft ft 

19.2 


-8.0 


16.1 


67.1 




c ft 

D.2 


0.7 


10.4 


55.0 




>l ft 

4.2 


ft a a 

24.8 


-24.1 


86.8 


1 A 7*5 A lCf\ a 


ft e 

-2.6 


3.9 


25.0 i 


76.5 




Q A 


-13. 0 ! 


A A 

-1 . 1 


71 P 


10734/F06 


11.0 


-17.1 


-21.4 


64.2 


10734/F07 


6.6 


33.7 


-5.1 


95.7 


10734/F08 


4.8 


-23.6 


-6.0 


66.3 


10734/F09 


-3.7 


3.1 


-17.4 


93.9 


10734/F10 


14.8 


-8.3 


25.8 


44.8 


10734/F11 


13.3 


-15.6 


16.1 


47.3 


10734/G02 


1.5 


3.4 


14.8 


63.6 


1G734/G03 


18 7 


82:8 


-38 


93v4 i 
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10734/G04 j 


-1.1 




62.9 


16.1 


72.1 


10734/G05 ! 


7.4 


I 


-0.3 


2.9 


57.7 


10734/GO6 I 


16.5 


f 12.5 


-188 




10734/G07 \ 


21.9 


51.1 


-25.0 


96.6 


10734/G08 


11.6 


33.7 


0.2 


82.2 


10734/G09 I 


8.5 


21.4 


-7.7 


84.7 


10734/G10 I 


10.8 


3.8 


9.9 


19.3 


10734/G11 I 


8.7 


4.1 


-25.4 


20.2 
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Claims : 

1. A combinatorial library of indolinone compounds, 
comprising at least ten indolinones that can be formed by 
reacting oxindoles with aldehydes* 

2. The combinatorial library of claim 1 wherein 
said oxindoles are type A oxindoles. 

3. The combinatorial library of claim 1 wherein 
said aldehydes are type B aldehydes. 

4. A method of making an indolinone comprising the 
steps of 

(a) creating a combinatorial library of indolinones 
by reacting a series of oxindoles with a series of alde- 
hydes, 

(b) testing said indolinones in biological assays, 
■(c) selecting one or more indolinones with favorable 

activity; and 

(d) synthesizing one or more of said indolinones 
selected in step (c) . 

5. A 3- [ (indole-3-yl)methyleneJ -2-indolinone com- 
pound having a substituent at the 1» position of' the 
indole, where the substituent at the 1' position is 
selected from the group consisting of, 

(a) alkyl that is optionally substituted with a 
monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, aldehyde, or 
trihalomethyl substituents; 

(b) five, six, eight, nine, or ten membered monocy- 
clic or bicyclic heterocyclic ring, where the ring is 
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optionally substituted with one or more halogen or 
t r i ha lomethyl substituents; 

(c) an aldehyde or ketone of formula -CO-R 12 , where 
R 12 is selected from the group consisting of hydrogen, 

5 alkyl, and a five or six membered heterocyclic ring; 

(d) a carboxylic acid of formula -(R n )n-C00H or 
ester of formula - (R l4 ) m-COO-R I5 , where R 13 , R 14 , and R 15 are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 

10 are independently 0 or 1; 

<e> a sulfone of formula -{S02)-R a6 , where R 16 is 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring, where the ring is option- 
ally substituted with an alkyl moiety; 
15 (f) - (R 17 ) n - (indole-l-yl) or - ( R )^-CHOH-{R ) p- 

(indole-l-yl) , where the indol moiety is optionally 
substituted with an aldehyde and R n , R lB/ and R 19 are alkyl 
and m, n, and p are independently 0 or 1; and 

(g) taken together with a 2' substituent of the 
indole ring forms a tricyclic moiety, where each ring in 
the tricyclic moiety is a five or six membered heterocy- 
clic ring. 



20 



25 



'6. The compound, salt, isomer, metabolite, ester, 
amide, or prodrug of claim 5, wherein said compound has 
the formula, 
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where (a) R 2 is selected from the group consisting of, 

(i) alkyl that is optionally substituted with 
5 a monocyclic or bicyclic five, six, eight, nine, or ten 

membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, aldehyde, or 
trihalomethyl subs ti tuents ; 

(ii) five, six, eight, nine, or ten membered 
10 monocyclic or bicyclic heterocyclic ring, where the ring 

is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) an aldehyde or ketone of formula -CO-R l2 , 
where R X1 is selected from the group consisting of hydro- 

15 gen, alkyl, or a five or six membered heterocyclic ring; 

<iv) a carboxylic acid of formula - (R 13 ) n -COOH 
or ester of formula - (R lA ) m-COO-R 15 , where R 13 , R 14 , and R 15 
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and are independently selected from the group consisting 
of alkyl or a five or six raembered heterocyclic ring and 
n and m are independently 0 or 1; 

(v) a sulfone of formula -(S0 2 )-R 16 , where R 16 
5 is selected from the group consisting of alkyl or a five 

or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vi) -(R 27 ) r -<indole-l-yl) or - (R 18 ) m-CHOH- (R 19 ) p- 
( indole-l-yl ) , where the indol moiety is optionally 

10 substituted with an aldehyde and R X1 , R ie , and R 19 are alkyl 
and n, m, and p are independently 0 or 1; 

(vii) taken together with a 2' substituent of 
the indole ring forms a tricyclic moiety, where each ring 
in the tricyclic moiety is a five or six membered hetero- 

15 cyclic ring; 

(b) R 2/ R 3/ R«, R 5 , and R 6 are selected from the group 
consisting of, 

(i) hydrogen or alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

20 eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
aldehyde, or trihalomethyl subs tituents ; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

25 is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) an aldehyde or ketone of formula -CO-R 20 , 
where R 20 is selected from the group consisting of hydro- 
gen, alkyl, or a five or six membered heterocyclic ring; 

30 (iv) a carboxylic acid of formula - (R 21 ) n-COOH 

or ester of formula - (R 22 ) -COO-R 23 , where R 21 , R 22 , and R 23 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
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(v) halogen or an alcohol of formula <R24)m-OH 
or an ether of formula - (R 24 ) n -0-R 25 , where R 24 and R25 are 
independently selected from the group consisting of alkyl 
and a five or six membered heterocyclic ring and m and n 

5 are independently 0 or 1; 

(vi) -NR 26 R 27 , where R 26 and R 21 are independently 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; or - 
NHCOR 28 , where R 28 is selected, from the group consisting of 

10 hydroxyl, alkyl, and a five or six membered heterocyclic 
ring, where the ring is optionally substituted with alkyl, 
halogen, carboxylate, or ester; 

(vii) -SO2NR 29 R 30/ where R 29 and R 30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 

15 a five or six membered heterocyclic ring; 

(viii) any two of R 3 , R 4/ R 5 , or R 6 taken 
together form a bicyclic or tricyclic hetercyclic moiety 
fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 

20 heterocyclic ring; 

(c) R 7 , R 8/ R 9 , and R 10 are independently selected 
from the group consisting of, 

(i) hydrogen or alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 

25 eight, nine, or ten membered heterocyclic ring, where the 
ring is optionally substituted with one or more halogen, 
aldehyde, or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

3 0 is optionally substituted with one or more halogen or 
trihalomethyl substituents ; 

(iii) an aldehyde or ketone of formula -CO-R 31 , 
where R 31 is selected from the group consisting of hydro- 
gen, alkyl, or a five or six membered heterocyclic ring; 
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<iv) a carboxylic acid of formula -(R 32 )n-COOH 
or ester of formula - (R 33 ) m-COO-R 3 < , where R 32/ R 33 , and R34 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
5 n and m are independently 0 or 1; 

(v) halogen or an alcohol of formula (R 35 )m-OH 
or an ether of formula - (R 35 ) n-0-R 36/ where R 35 and R 36 are 
independently chosen. from the group consisting of alkyl or 
a five or six membered heterocyclic ring and m and n are 

10 independently 0 or 1; 

(vi) -NR 37 R 38/ where R 37 and R 38 are independently 
selected from the group consisting of hydrogen, oxygen, 
alkyl, and a five or six membered heterocyclic ring; or - 
NHCOR 39/ where R 39 is selected from the group consisting of 

15 hydroxyl, alkyl, and a five or six membered heterocyclic 
ring, where the ring is optionally substituted with alkyl, 
halogen, carboxylate, or ester; 

(vii) -SO2NR« 0 R 41 , where R 40 and R 41 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 

20 a five or six membered heterocyclic ring; 

(viii) any two of R ? , R B , R 9/ or R 10 taken 
together form a bicyclic or tricyclic hetercyclic moiety 
fused to the six membered ring of the indole, where each 
ring in the multicyclic moiety is a five or six membered 

25 heterocyclic ring; and 

(d) R u is hydrogen or alkyl; 
provided that at least one of R x , R 2 , R 3 , R«, R 5/ R 6 , R 7 , R 8 , 
R 9 , or R 10 is alkyl or provided that at least four of R,, 
&2f R 3f R </ R 5f or R 6 are not hydrogen. 

30 

7. An optionally substituted 3- [ ( tetrahydroindole- 
2-yl ) methylene) -2-indolinone or 3- [ (cyclopentano-b-pyrrol- 
2-yl) methylene] -2-indolinone compound. 
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or a pharmaceutically acceptable salt, isomer, metabolite, 
0 ester, amide, or prodrug thereof 
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where (a) R a is selected from the group consisting 

of, 

(i) alkyl that is optionally substituted with 
a monocyclic or. bicyclic five, six, eight, nine, or ten 

5 membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
subs ti tuents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

10 is optionally substituted with one or more halogen or 
trihalomethyl substi tuents ; 

(iii) ketone of formula -CO~R S2 , where R Ll is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

15 (iv) a carboxylic acid of formula - (R l3 ) n -C0OH 

or ester of formula - {R l4 ) m -COO-R 15 , where R U/ R 14 , and R 15 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
n and m are independently 0 or 1 ; 

20 (v) a sulfone of formula -(S0 2 )-R l6 , where R 16 

is selected from the group consisting of alkyl or a five 
or six membered heterocyclic ring, where the ring is 
optionally substituted with an alkyl moiety; 

(vi) -(R n ) n -(indole-l-yl) or - (R 18 ).-CHOH- (R l9 ) p- 
25 ( indole-l-yl) , where the indolemoiety is optionally 

substituted with an aldehyde and R n , R 18/ and R 19 are alkyl 
and n, m, and p are independently 0 or 1; 

(vii) taken together with a 2' substituent of 
the indole ring forms a tricyclic moiety, where each ring 

30 in the tricyclic moiety is a five or six membered hetero- 
cyclic ring; 

(b) R 2 , R 3 , R 3 f , R«, R/ , R 5 , R 5 ', R 6 , and R 6 * are 
selected from the group consisting of, 
(i) hydrog n; 
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(ii) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 

5 substi tuents ; 

(iii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

1° (iv) ketone of formula -CO-R 20 , where R 20 is 

selected from the group consisting of hydrogen, alkyl, or 
a fi ve or six membered heterocyclic ring; 

(v) - a carboxylic acid of formula -(R 21 ) n -COOH 
or ester of formula - (R 22 ) -COO-R 23 , where R 21 , R 22/ and R 23 
15 and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
<vi) halogen; 

(vii) an alcohol of formula (R 24 ) m -OH or an ether 
20 of formula - (R 2 <) n -0-R 25 , where R 2 < and R 25 are independently 

selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

(viii) -NR 26 R 27 , ..here R 26 and R 27 are independ- 
25 ently selected from the group consisting of hydrogen, 

oxygen, alkyl, and a five or six membered heterocyclic 
ring; 

(ix) -NHCOR 28 , where R 2B is selected from the 
group consisting of hydroxy! alkyl, and a five or six 

30 membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR 29 R 30 , where R 29 and R 30 are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring; 
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(xi) any two of R 3/ R 3 ., r,, r,,, r&/ R& , f R ^ Qr 
R v taken together form a bicyclic or tricyclic hetercyclic 
moiety fused to the six membered ring of the indole, where 
each ring in the multicyclic moiety is a five or six 
membered heterocyclic ring; 

(c) R 7 , R e/ R 9/ and R 10 are independently selected 
f r ^m the group consisting of, 

(i) hydrogen; 

(ii) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituents; 

(iii) five, six, eight, nine, or ten membered 
15 monocyclic or bicyclic heterocyclic ring, where the ring 

is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iv) ketone of formula -CO-R 3l , where R 31 is 
selected from the group consisting of hydrogen, alkyl, or 

20 a five or six membered heterocyclic ring; 

(v) a carboxylic acid of formula -(R 32 ) n -COOH 
or ester of formula - <R 33 ) m -COO-R 34 , where R 32 , R 33 , and R 34 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 

25 n and m are independently 0 or 1; 

(vi) halogen; 

(vii) an alcohol of t formula (R 35 ) m -OH or an ether 
of formula - (R 35 ) n -0-R 36 , where R 35 and R 36 are independently 
chosen from the group consisting of alkyl or a five or six 
membered heterocyclic ring and m and n are independently 
0 or 1; 

(viii) -NR 37 R 3e , where R 37 and R 38 are independ- 
ently selected from the group consisting of hydrogen, 



30 
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oxygen, alkyl, and a five or six membered heterocyclic ring; 

(ix) -NHCOR 39 , where R 39 is selected from the 
group consisting of hydroxyl, alkyl, and a five or six 
membered heterocyclic ring, where the ring is optionally 
substituted with alkyl, halogen, carboxylate, or ester; 

(x) -SO2NR« 0 R 41 , where R« 0 and R u are selected 
from the group consisting of hydrogen, oxygen, alkyl, and 
a five or six membered heterocyclic ring; 

(xi) any two of R 7 , R 8/ R 9 , or R 10 taken together 
form a bicyclic or tricyclic hetercyclic moiety fused to 
the six memberesd ring of the indole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 
clic ring; and 

(d) R u is hydrogen or alkyl- 



9. An indolinone compound having a substituent at 
the 5 position of the oxindole ring, where the substituent 
at the 5 position of the oxindole ring is selected from 
the group consisting of 

(a) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 
membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substituent s ; 

(b) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(c) a ketone of formula -CO-R 10 , where R 10 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

(d) a carboxyiic acid of formula -{R n }n-COQH 
or ester of formula - (R 12 ) ~COO-R J3 , where R n , R 12 , and R 13 
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and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and* n are independently 0 or 1 ; 
(e) halogen; 

5 (f) an alcohol of formula (R M )m-OH or an ether 

of formula - (R u ) n-0-R lb/ where R 14 and R 15 ,are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

10 (g) -NRi 6 R a7 , where R 16 and R 17 are independently 

selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(h) -NHC0R 18 , where R 18 is selected from the 
group consisting of alkyl, and a five or six membered 

15 heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(i) -SO2NR 19 R 20 , where R 19 and R 20 are selected 
from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; 

20 (j) any two of R 4 , R 5/ R 6 , or R^ taken together 

form a bicyclic or tricyclic hetercyclic moiety fused to 
the six membered ring of the oxindole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 
clic ring. 

25 

10. The compound of claim 9 of the following for- 
mula , 

30 
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and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1; 
(v) halogen; 

5 (vi) an alcohol of formula (R 25 )m-OH or an ether 

of formula - (R 2S ) n-0-R 26 , where R 25 and R 2€ are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and 'm and n are independ- 
ently 0 or 1; 

10 (vii) -NR 27 R 2e , where R 27 and R 29 are independently 

selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(viii) -NHCOR 29 , where R 29 is selected from the 
group consisting of alkyl, and a five or six membered 

15 heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO 2 NR 30 R 31 , where R 30 and R 3 , are selected 
from the group consisting of hydrogen/ alkyl, and a five 
or six membered heterocyclic ring; 

20 (c) R«, R 6/ and R 7 are independently selected from the 

group consisting of, 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten membered heterocyclic ring, where the 

25 ring is optionally substituted with one or more halogen, 
or trihalomethyl substi tuents ; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 

30 trihalomethyl substituents; 

(iii) a ketone of formula -CO-R 32/ where R 32 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 
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(iv) a carboxylic acid of formula* -( R 33 ) n-COOH 
or ester of formula - (R 34 ) -COO-R 35 , where R 33/ R 34 , and R 35 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 

5 m and n are independently 0 or 1; 

(v) halogen; 

(vi) an alcohol of formula (R 36 )m-OH or an ether 
of formula - (R 36 ) n-0-R 37 , where R 36 and R 3 , are independently 
selected from the group consisting of alkyl and a five or 

10 six membered heterocyclic ring and m and n are independ- 
ently 0 or 1; 

(vii) -NR 38 R 39/ where R 39 and R 39 are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

15 (viii) -NHCOR 40 , where R 40 is selected from the 

group consisting of alkyl, and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -S0 2 NR 41 R fl2 , where R 41 and R 42 are selected 
20 from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; and 
(d) R 2 is hydrogen or alkyl, 

11. A compound having formula XXI, wherein: 

25 




R 2 H 
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where (a) R 5 is selected from the group consisting of, 

(i) alkyl that is optionally substituted with 
a monocyclic or bicyclic five, six, eight, nine, or ten 

5 membered heterocyclic ring, where the ring is optionally 
substituted with one or more halogen, or trihalomethyl 
substi tuents ; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 

0_ is optionally substituted with one or more halogen or 
trihalomethyl substi tuents; 

(iii) a ketone of formula -CO-R l0 , where R io is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

5 (iv) a carboxylic acid of formula -(R u )n-COOH 

or ester of formula - (R 12 ) -COO-R 13/ where R n , R l2 , and R 13 
and are independently selected from the group consisting 
of alkyl or a five or six membered heterocyclic ring and 
m and n are independently 0 or 1 ; 

3 (v) halogen; 

(vi) an alcohol of formula (R 14 )m-0H or an ether 
of formula - (R 14 ) n-0-R 15 , where R u and R 15 are independently 
selected from the group consisting of alkyl and a five or 
six membered heterocyclic ring and m and n are independ- 

> entiy 0 or 1; 



(vii) -NR 16 R n , where R l6 and R n are independently 
selected from the group consisting of hydrogen, alkyl, and 
a five or six membered heterocyclic ring; 

(viii) -NHCOR i8/ where R 1B is selected from the 
group consisting of alkyl , and a five or six membered 
heterocyclic ring, where the ring is optionally substi- 
tuted with alkyl, halogen, carboxylate, or ester; 

(ix) -SO : NR 19 R 20 , where R 19 and R 20 are selected 
from the group consisting of hydrogen, alkyl, and a five 
or six membered heterocyclic ring; 

(x) any two of R A , R s , R* , or R ? taken together 
form a bicyclic or tricyclic hetercyclic moiety fused to 
the six membered ring of the oxindole, where each ring in 
the multicyclic moiety is a five or six membered heterocy- 
clic ring; 

(b) R : is selected from the group consisting of a 
five, six, eight, nine, and ten membered monocyclic or 
bicyclic heterocyclic ring, where the ring is optionally 
substituted with one or more substituents selected from 
the group consisting of 

(i) hydrogen and alkyl that is optionally 
substituted with a monocyclic or bicyclic five, six, 
eight, nine, or ten membered heterocyclic ring, where, the 
ring is optionally substituted with one or more halogen, 
or trihalomethyl substituents; 

(ii) five, six, eight, nine, or ten membered 
monocyclic or bicyclic heterocyclic ring, where the ring 
is optionally substituted with one or more halogen or 
trihalomethyl substituents; 

(iii) a ketone of formula -CO-R 21 , where R 21 is 
selected from the group consisting of hydrogen, alkyl, or 
a five or six membered heterocyclic ring; 

(iv) a carboxylic acid of formula -(R 22 )n-COOH 
or ester of formula - (R 23 ) -COO-R 24 / where R 22 , R 23 , and R 24 



WO 98/07695 



PCT/US97/14736 



236 

XXI 

(a) A is a five or six membered ring comprised of 
atoms selected from the group consisting of oxygen, 

5 carbon, sulfer and nitrogen; 

(b) m is zero, 1, or 2; 

(c) Rj is hydrogen, Cj-Cfi alkyl or C 2 -C 6 alkanoyl; 

(d) one of R 2 and R 3 independently is hydrogen and the 
other is a substituent selected from: 

10 (1) a C x -C e alkyl group substituted by 1, 2 or 3 

hydroxy groups; 

(2) S0 3 R< in which R« is hydrogen or C 1 -C 6 alkyl 
unsubstituted or substituted by 1, 2 or 3 hydroxy groups; 

(3) S0 2 NHR 5 in which R 5 is as R 4 defined above or 
15 a - (CH 2 ) n -N (C^Ce alkyl) 2 group in which n is 2 or 3; 

(4) COOR 6 in which R 6 is C x -C 6 alkyl unsubstituted 
or substituted by phenyl or by 1, 2 or 3 hydroxy groups or 
phenyl; 

(5) CONHR 7 in which R 7 is hydrogen, phenyl or C x - 
20 C 6 alkyl substituted by 1, 2 or 3 hydroxy groups or by 

phenyl ; 

(6) NHS0 2 R Q in which R e is C x -C € alkyl or phenyl 
unsubstituted or substituted by halogen or by C x -C 4 alkyl; 

(7) N(R 9 ) 2/ NHR 9 or OR 9 wherein R 9 is C 2 -C 6 alkyl 
25 substituted by 1, 2 or 3 hydroxy groups; 

(8) NHCOR 10/ OOCR 10 or CH 2 OOCR 10 in which R 10 is Cj- 
C 6 alkyl substituted by 1 , 2 or 3 hydroxy groups; 

(9) NHCONH 2 ; NH-C ( NH 2 ) =NH ; . C(NH 2 )=NH; 
CH 2 NHC(NH 2 )=NH; CH 2 NH 2 ; OPO(OH) 2 ; CH 2 OPO(OH) 2 ; PO(OH) 2 ; or a 

30 / \ 

XN^ Z 

wherein X is selected from the group consisting of CH 2 , 
S0 2/ CO, or NHCO(CH 2 ) p in which p is 1,2, or 3 and Z is CH 2 , 
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O or n-R u in which R L1 is hydrogen or is as R 9 defined 
above . 



12. A method of making an indolinone compound of any 
5 one of claims 5-11 comprising the steps of reaching an 
appropriate aldehyde and oxindol and separating the 
indolinone from the aldehyde and oxindol reactants . 



.0 



13. A pharmaceutical composition comprising (i) a 
pharmaceutical^ acceptable carrier or excipient and (ii) 
a compound according to any one of claims 5-11. 



14. A method for treating a disease related to 
unregulated tyrosine kinase signal transduction, the 

.5 method comprising the step of administering to a subject 
in need thereof a therapeutically effective amount of a 
compound according to any one of claims 5-11. 

15. A method for regulating tyrosine kinase signal 
0 transduction comprising administering to a subject a 

therapeutically effective amount of a compound according 
to any one of claims 5-11. 

16. A method of preventing or treating an abnormal 
5 condition in an organism, where the abnormal condition is 

associated with an aberration in a signal transduction 
pathway characterized by an interaction between a protein 
kinase and a natural binding partner, where the method 
comprises the following steps: 
0 (a) administering a compound of any one of claims 5- 

11 to an organism; and 

(b) promoting or disrupting the abnormal interac- 
tion. 
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17. A method of preventing or treating an abnormal 
condition in an organism, where the abnormal condition is 
associated with an aberration in a signal transduction 
pathway characterized by an interaction between a protein 
5 kinase and a natural binding partner, where the method 
comprises the following steps: 

(a) administering a compound of any one of claims 5- 
11 to an organism; and 

(b) promoting or disrupting the abnormal interac- 

10 tion. 
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